<1S>B*WM&? (JP) (12) ^ ^ ^ ^ (A) (ll)4tMrffiK&«»t» 

#^2002-539802 
(P2002 - 539802A) 

(43) 4^ B ^14^1 1H26B (2002. 11.26) 



(51) IntCI. 




F I 




C 1 2 N 15/09 


ZNA 


C 1 2Q 


1/68 A 4 B 0 2 4 


C 1 2 Q 1/68 




C12N 15/00 ZNAA 4B0 6 3 








^flf^Eiff* * (^96H) 


(21) ttJSS^* 


!RFlii2000 — 606779C P2G00 — 606779) 


(7DEHBA 


x^s-n> x/xx 


/op\ /oo\ rli ^ t~ i 

(86) (22)fiJSB 


-¥J6fcl2^ 3 £ 17 0 (2000. 3. 17) 




EXIQON A/S 


C8o; rasot^aj 9 


W-wu\o*P 9 M 18 0 (2001. 9. 18) 




5*>V— tfrcF^ ir 


(86)MStfHB#ft 


PCT/DK0 0/0 0 1 2 8 




2950, tT^X^yO 9 


(87)HB^H#^ 


WOO 0/5 6 9 2 0 




Bygstubben 9, DK-2950 


(87)BI&&WB 


¥J&124£ 9 £28 0 (2000. 9. 28) 




Vedbaek DENMARK 


(31)fil5feS^3SS^ 


PA 1999 00384 


(72)S!M# 




(32)«5feB 


V^lW 3 8 18 0 (1999. 3. 18) 






C33>«jfett£SB 


^>V-^ (DK) 




^r— 3060 55 






(74)f*SSA 








F^— A(##> 4B024 AA01 AA20 CA04 CA09 DA02 








DA05 EA04 BA19 








4B063 QA13 QA19 QQ43 QR32 QR56 








QR62 QS34 QX02 



(54) [&w<D%mi mr&wmiz&ifzimamjmmsmrmm 



(57) am 

mm *&±ttttn#> zwmnffimmfmm&mm 

(LNA) <Dm.m\zMt%« ftfi/BLNA^-Urf 
<DmM<D^m. ^l^-^UT^^WbmRNAafc^M 

■rs. *^Bj«sfc, ^£cDt»tKcQui 2: natter 



(2) 0 0 2-5 3 9 8 0 2 

DR&fi 4 3 L N A ^n-^^itWIS-a-T^b/i V 2f> FtfKU F 
Mm 5 tc|3(fi©^o 

[it ^ 9 1 mum ^a-^8~3 ooiao^^i/t^KoKTfes 



(3) #^2 0 0 2-5 3 9 8 0 2 

m&m 12] ioj:^< (DMtm lna yn-^m^n, c 

o 

i 4 ] bew>% < ^ & i o oM^7°n-7^w-r ^it^ i 
nmm 1 5 ] < ^ & i o o ©iKffl7 o o-y^t § mtm 

1 3 fc:fE«<D7ri£o 

[if &m 1 6 ] IB3W V >% < £ *> 1 , ooo oSf£ffl7°p-:/^ir 

^ i 3 izmm<vjj&o 

itmm 1 7 ] ihw>% < 1 1 1 o , ooo ©M^o-^tt^ 
m^m i 3 fctH*go^?£o 

[it^2o] j&^> Mm. Mt, itomls^ uv^js, ^> 

IHfflfc Mgp^t, Pfli^. 0§W£*£u »§8^&.¥LM£ 

m^mz 2] ffiM^n-^^. 



(4) #^2002-5 39802 

[it^2 4] ffiSffl7 o n-^^. m*EM(om%<DM. wmximte&m 
mtj: i ■cx^^tij: (Dwmwm^-?z> l n a^-u rfv-^e»^. mis 

m^rn 2 9 ] mumy°n~y^\ mc mm- ^m^^m^ i ox 

0 3!iR£ n& fit ^ 2 8 tcf B*c<D7j ?£ o 



(5) 2002-539802 

[fS3c£3 6] U*T>'F^lf^>'-efe^^2Sn : 30V^-rn*He:fH 

cif^4o] tikM'&m&ftmt>\ 32 p. 33 p. 3 5 s. 3 H. 
i mf l 4 c £$si¥<j: DjS^^n^if^ 3 8 tciH^o^o 

^- * - #^ * h > tf^ j&&m J; o hjr2 if &m 3 8 ^ib«ot5?* „ 

CfS3t£4 4] iWffl7o-7« < t l L N At7v-m 
f 5f<^ 3 7 — 4 2 CDV^tlAHeifa^O^o 

^*i-r s fc tbcD-ftmx* Sot, 



(6) # S 2 0 0 2 - 5 3 9 8 0 2 

mum L N A 7n-7tg»?^IgT, ^<D^cMfBffi*£ffl:/n-:/&1Ii^ 

e ) mu^nmm^mmm^ ? feed >m&tf 5< * u*^ feed > 
g) ffM$nfc#®M#j^m-r^x@. 

ii*g-r £ 46 Sot, 

c) im^55ilbfe^HMi5K^^^tfe'>fi:< 1 OCD 

d) s^a«^e.@{*^®*^«i-rsxs N 

e ) ffij&?£tircmk&m^M(D? z feu >m&xf? t? i^v- feu > 

U*-> FEU V&OS^ffcM^&T, X@ c ) <D 1 *mWm'pr& < £ & 1 o 



(7) 0 0 2-5 3 9 8 0 2 

g) is?n/c#iift«iiit§ii, 
mm-? zfctb (D-ftm? ^t, 



(8) ^1200 2-5 3 980 2 

e ) Iffi$nfc»I^I©? f I/Iris FHD >W.m$Jl 5 FHU > 
^ffl£ti££5%X@. 

g) H^#Jg^^ffMf^/fc46^. 5gM5fi<D5**l^>FHU yWMS^V 
Is* is KHU V^tDS^kMO^T. X@ c)©l *§iM!£:4>% (tfelo 

ir&xg. 

b ) (fcfelo offiJEffl L NA7n — 7t'Sot, Ml EfitSEffl - 

^t?^y ho 



(9) 2 0 0 2 - 5 3 9 8 0 2 

[000 1] 

(Wift&ftS) 

. xmt ^»tmfr £ «^i»r s re & £ jb ^ ^n^affitt^^ zmmz 

a7i/-;V/^na*M^fettt bOSi^^LTitttt^ Mtc 

ttW73?*t±x ^Si:^^St§fc€)T^l.o Ma rmu r (J. Mol. Biol., 3 
:208~218, 1961) «\ HfftMs ^®?S«iJ©». M^xy-Mi^i/ 

gwin^ (Biochemistry, 18:5294-5299, 1979) tt % GnSCN^2-^;VA 

NAOflMaitTl^o m\^&<Dmmth\i subel £fc:£oTfaiSc2 
(Current Protocols in Molecular Biology, John Wiley & Sons, 199 

8) o 

[0 0 0 2] 

— Y (GnSCN) (D&?i£tl*hu}£y?ffl<D&mteMMfrZmmicmM&m 
[0 0 0 3] 

»A^f7U7 F^figtts ^m^lU^-rSfc*6^^PCDirliE^tirc75"?4Tfe 



(10) HI2 00 2-5 39 8O2 

[0 0 0 4] 

*fg0^^MBLT, #fcH^Ofe^)Kf5^D u n nRlfH a s s e 1 1 ^ Jco 
TC e 1 1 (1 2#. 2 3 — 3 6^— i>\ 1 9 7 7^) ^IE«^n/£ 0 fSOT 

[0 0 0 5] 

Rankif>^I#I^4, 4 8 6, 5 3 9^, |WIfl4, 5 6 3, 4 1 9§ 
R£*WH#fFlg0, 0 7 9, 1 3 9^(D^\ ft-fWm*: 1 ^X©^ 

ftTcffcTMSl^ tifcW? F^^-r s c t &-e # & -9- > K-r ^ 

T^-fe-r^fH^LTV^o fi£oT, Rank i ^cDT^-fe^f M\ ^fef 
[0 0 0 6] 

7 FM^ff 5 1 OiDT^O^f ST h omp s o nMG i 1 lesp 
i e (Analytical Biochemistry, 163:281-291, 1987) lc X oTfE^nTV^ 
o WO 87/06621 C t Cox 5»®»>vf 7 D ^ FM7 

y -fe^3&ffl/\ 3WWa*^^Eift*#l8t*rSfca60^ri*fcfe^S G n S C N^ffl^r 
fE«LTV3 (^>H#g^fflM^l^fg^0- 1 2 7-3 2 7§) 0 
[0 0 0 7] 



(11) #12 00 2-5 3 9 8 0 2 

XttmRNAJ&ffrSfSfcJ&fc^ Bresser. Doerin g&tf G i 1 1 
e s p i e (DNA, 2:243-254, 1983) ttN a I ©^ffl^lK^U ManserR 
tfGef ter (Proc. Natl. Acad. Sci. USA, 81:2470-2474, 1984) SNaS 

[0 0 0 8] 

XfT&m&O&tl&ti* h n tf >y *aj*"&*rr£ 5^ DN ARtfR N 

a^^U >y FffMS.t^»m^ 1 "D(DJM"?*ff5 £1 himWK%>2>° otitis 
[0 0 0 9] 

& # e , ^i^^is^x^^^ & &t & «fr mm^mmr zrcfto 

fflj8MRXf1jfetem'?Z>o *$£m(Dmm%:J$.frlZ, ^ft* in vitrott 
tf£ D N A^rW*&#-rSfci&©*Jt©^tiifc^& «k 5 £\ 

flBfiWfc:«RN Atyv- fcS&Tfcfcfcn «!3:{fr&ftn?&5o ^ I 

h 0 LNAte. DNARtfRNAOfk^#ttO(5tA,H^WbT^D, Tkjgft 

%>o MIC, LNA^-Urf5?^U^KJ±ii#0*X7^r^^b{t:¥KJiS^<t 

(XtiRNA) ^/^©SM^tS+^^tU rf;£-g-ric"r£ 
ZLfc#T?#3o Hot, Ilu£ (Tm ) ^BU^^^-a-LNA/DNA^-Urf 



(12) #^2002-539802 

U *y * ^S^Sf^^? taffifi^J^ DNAXSRNAh <DZlfi 

L N A€7 D 3 ~ 8 t±#t So a^^^PiDTti. ^icT^C 
tlTfclgffiW D N A mS R N A tc*f LTLNA l±m*> M^Mi^ & ( 
Tetrahedron, 54:3607-3630, 1998) 0 LNA/DNARtf LNA/RNA1I 

2mM<Dum^mt-t^i^^(D^\ vr-vy^^r^-v (Gnsc 

N) £>£?%;^Fnt^y ^giJtO^&TT £ £ <£ 5 ^ ^ U >y 
F ^ffMt" £ <1 £ & T* f? S o 
[0 0 10] 

e©ii©A/f^iJ >y K^figtc*o^Tl2ig^n. ^Oif. unit, LNAhOA 
[0 0 1 1 ] 

c © «fc 5 ft> 7 U *y FJ&tf&fc© l n/cM^ htfe 

[0 0 12] 



(13) # S 2002-539802 

Tzuvtmrn. (lna) tmnmmgM-z&zzt, rw^^vv kj^js© 
*i^$j^-r ns 0 

[0 0 13] 

n a) . y#«n c;^y-A'j« (trna) , Ie^rna urn a) 

. /MRNA (snRNA) , fn^7-«RNA, 'JWA^^^ 

«f5?iT^rxtt RNA©j:a %^w*»£r^r-r s c ^^»j^n^ & 
<omtzmm<D&mfc^^z£fi^mT*&z>o mms&iz. i® (rna, dn 

AM'/XttrRNA) fc^Oj|^il^«SnTfe < l;l/\ £lT£ 
2, 10 6-^^l2«c?nfc, 1 6 SM2 3S©r RNAT?fe.S D jURL/cS^ 

«ot, mosaic j: Da^%i^3?ne.«K*aw"rs £ uv^ 

[0 0 14] 

*^l0A^^yy mjS&RtfttffiSc*, (RNAM/XSDNA) 



(14) 0 0 2-5 3 9 8 0 2 

m cm«\ fiam. JH^jflu^ nmmm, mwm 

j»fltt«ix #»t mmmM. &m*£m. mmm. worn « 

¥LBI£1& iS^Xtt§S^) > ««HBBIfiXttiS3S 

LT «fc v\, 

[0 0 15] 

HrS^D^T-v^ ^7-i^>f t^>7^- hXtt^Of Ofl!lO*t h p 
[0 0 16] 

^UU^VAM^fD^^^mmm^m^nX^^ (Ausubel et al., Curren 
t Protocols in Molecular Biology, John Wiley & Sons, 1998) 0 *fgBJ!fc?§ 



(15) #*2 0 0 2-5 3 9 8 0 2 

& 0 ^xyith'J->A, hUXHCK PIPE SXiiHEP E S> $? £ L < 

«^jo. o5~o. iMoigtoh'jxHc iMnctm§o ^ 

>y KJgfifcfliJftij?* L < #J0. 05-0. 5%<D-J*>"&xmM*> 
ttOWM?S'lt^J. Mfcfcf. Fx^;«m^ h U (S D S) Xti^^n^l/ ( 
^X-UWk h;WXO'>^5 A;l/ttfi) , Ml~10mM©EDT 

o **hnlfy^©ateERt«WMtft«:M^«0. K 0. 2. 0. 

3, 0. 4 N 0. 5, 0. 6. 0. 7, 0. 8, 0. 9, Xfi 1 . 0<D£5%JI 
MWkifiO— 1 M<DN a C 1 ON a C 1 IS^f X.Sci:tJ:ot, a^7U ^y 
K^©#SttRtf LT <fc V\> 

[0 0 17] 

T-i?y (GnHCl) mS PT—Wttt/T*— b (GnSCN) 

, M*. fcf Z^frjJ-fY^ZJ — D T T co J; -5 ^jlTt^J £ 

OflS, tftLt^iitti^Atl^Wtlil^l^O, 1 2 7, 3 2 7 
[0 0 18] 

Wo fflfg riWiitHSWfcffi fi^j: L N A j fc*. A^f7'J7FM?)ift 



(16) #^2002-5398 0 2 

umyn—y^^izmit^mitxitn^m^'r & z. (wo9 6/ 

3 1 5 5 7) o 

[0 0 19] 

^mfc33tf&m>l^\<v5mmZ, m&m^ (array format) £:fcl^Tj£K 

Ti^LNAt'J^ (Nature Genetics, suppl., 2 
i:i~60, 1999MWO 96/31557 ) 0 icV^T. MP L fcSHflSRtf^ffc 
CD$fil^:^mm L N Ayn-^ttt§Wi?S/A^7"'J >y Fff^$SS€£> 

o 

[0 0 2 0] 

D N AX& R N A icMU-ni. L N A^ty^^-f 7~0 *y FffM^ffc ( 
[0 0 2 1] 



(17) ^1200 2-5 3 9 80 2 

&m 1 : 1 0T?&S o 
[0 0 2 2] 

o 

CO 0 2 3] 

l£—1&tK ITNucleic Acid Hybridization, A Pr 
actical Approach (W/W^U v KJftfo ^TOT^D- 
^) J (Ed. Hames, B. D. and Higgins, S. J., IRL Press, 1985) ; Ga 1 1 
RXfP a r d u e (1 9 6 9 50 (Proc. Natl. Acad.Sci. USA, 63:378-383) 
: JSOfJ ohn, Burnstei 1 RXf J ones (1969 30 (Nature, 
223:582-587) teWStlT^Zo ^W^>J7 FMSffrf^1t§F^» 

[0 0 2 4] 



(18) 0 0 2-5 3 9 8 0 2 

S^X-rAOfifflfcltt. trSISJS (PCR) 5/7fARtf'J^-«!«fi 

(lcr) ->xfA*w?.nso SofiiBig^n. ^mmzw&tt^oyn 

A # V * tf £ SSOB^^-r S fci6fciifij«0#^^:7 0 ^-r 

0 PCR^XfAt±^ISfj«p-efe§ («fF!4, 6 8 3, 1 9 5fS 
tBKB#lrfg4, 6 8 3, 2 0 2*§##88<D2: fc) 0 PC R&fcHrr&MftSflS 
fgfcOl^T&s P C R7°n F3 — )\y : Tu^tJSfflO^V F (Ed. Innis, Gelland 
, Shinsky and White, Academic Press, Inc., 1990) fc#MftOo£ 0 PCR?: 

:n/l/T— /-tr— ^X^f^X >V (Perkin-Elraer/Cetus Instruments) 

[0 0 2 5] 

LCRttPCR nn, ^mcmt^r zumw^ t^mmm bti^D 

£ l^^- F£HOTL%^ 0 ftt> DtLCRa, a^^fOMil^^ffi^T^^ji 
L C Rm*m&)M<D 1 •OfcP^bfcfl^^^i^ 2~D(D*V df)* ? F7° 

^v-^Bis^&rr&o ^is^ii^M w%;ty rf5? * v&mm-f 
siit^t^o MMs.^2iueo^tto^ ^TO^^ifb< 2fa^i!^ 

73?£&, Genomicsfg4 #0 5 6 0-5 6 9^ (1 9 8 9^) tffrzB 
[0 0 2 6] 



(19) #^2002-539802 

) . FJTMO^WMR^M^tt^J. ^nt£-X©£?%ial^fi^l£-&£i± 
/cSffiffl L N A 7°n-7\ LNATSot <tV>tlllMf^ £ £: sb^T? 

^"T £ £ £ tfi&g&fc S o ^ o feA^ \>T 7* U y FTM^jg^ £ h „ Hf* 
[0 0 2 7] 

mmr&o ummmmm^mmt^. mumi wmms m mm 
v FffM-r s «fc 5 ^ s/p^jwm&ifflft-?** 

[0 0 2 8] 

uffflt§'?)t> St. #ux^u^e— x* wox f7n> c^«s) 
b) mmmcx^ cmx.&. a— ^jtK-x f ;i> • 



(20) #S2 0 0 2-5 3 9 8 0 2 

[0 0 2 9] 

WO 9 6/3 1 5 5 7^#I©ilJ:) fcfBf^tlTV^TV > (AQ 

w^aa^i*©* v fr&tbtcu t k Ecotf v ~?~mtt(Dmm^<DMum l n 
(Dfffltaot, ^b©pc Ritiastffkija^-rsssosMfciifigffl lna^ 

[0 0 3 0] 

^-RNA <D58M£2?T?*§ £ tlfc cDNA*^ V y FJ£j£7 *y-fe-f 

S#enfeK?«J^&^^W*f-KI^J*^S^a4«JJ*?a5S (Ausubel et al. 
, Current Protocols in Molecular Biology, pub John Wiley & Sons, 1998 ~Bl 
t^Sambrook et al., in Molecular Cloning, A Laboratory Mannual, Cold Spri 
ng Habor Laboratory Press, 1989^#S§©<1 1) 0 W.K, IBBSH^J^A^t"^ 

Kit, ^WL(D<&mr&msMmmr&m^~z^-^KT ^x-r^ z. ^^Rrtn? 

[0 0 3 1] 

V\o/cA^mK^^L/c£>. ^MSfl^fEf^tlfc: (Tetrahedron, 54: 



(21) #1200 2-5 39 802 

3607-30, 1998) «fc 5 ftrfJffiO^Rtf^Bfcffll^T. l l n a :7 B ^- 
h&^ffiV^C (Caruthers et al.. Cold Spring Harbor 
Symp. Quant. Biol., 47:411-418, 1982; Adams et al., J. Am. Chem. Soc, 
105:661, 1983) o 
[0 0 3 2] 

% Z. 1 K <£ o Tfi^#M^JX«S^#^^tD £> frT&S ^^;l/X<D^tBorc 
[0 0 3 3] 

fio^o A-r^yy K^fie^tti-rsoKttaai^nrc^^ 

t;P»^iLtfeJ:v\ fife— l&ift&^ffi&fcJ:, ©IBSnfd&itt. H^HX 

afb^^ij^ss-a-rsu^vK^ffl^feSo l^l^c 3h, 1251 

, 3 5 S, 1 4C. 3 3 P30£3 2 Pt^0^iit> M^T^— h^v^ 

^/dwsnso aaKosBftfcJu ^t^nsm /p-^tc^^^ 

[0 0 3 4] 



(22) #^2002-539802 

[0 0 3 5] 

-f^S^nSo 2 2^^P-7©-y ^b7>X 1/ a > ; Sfcltftt d N T P CD# 
ST DNAt°U^ tr <0 V \sS ?W\fc*Wi fc#M6*)jf ABP^^rT S 1 *iiM 

1 3^7X5 K^n £ — "T S £ : ££ttl4 dNTP ©#^ETK:T5SM£^»**ffl 
l^T R N AiUJfr &CDNA i fiS^ftt r N T P ©^ftTtt S P 

6X«T 7RNAt°'^7-t?»TS P 6 "/P^E— #XtiT 7 ^n^r— 

ffl^TMtt?^WF^^n-7©3' ^»:^irr&<Ih ; X& [3 2 P 
] -ATPRt5# 1 J5?^U^-^F^7 r ---t?^rfflV^c7 0 n-^0 5' *SffiOD>& 

[0 0 3 6] 

xfcttfeffiRrai&#ifc i^tim xtifb^f^b^©«fc5fcs/^;i/ 

ffi^TM^ V^WXttfitS^^fft^^M-rs £ fc^T^So 
[0 0 3 7] 

^f&fOfflgL N A^n— ^^a^-arS <:fcfcT't«o Site UTH^<0*S» 



(23) 0 0 2-5 3 9 8 0 2 

>^'J7xoyfiJ:»BWo ^fi^^tifc^. ;^7x'jy, AMP 

PD ( [3- (2' -Xtfnrv>^» -4-^h^>--4- (3' -*X7 
*Dn4^) -7x-;I/-l, Z-^^-fe^^] ) Rtf2, 3-^HFD7^ 

s?* v. ^ y W£ n& » 

[0 0 3 8] 
[0 0 3 9] 

mj&&ftnrc&, mum l na7°p-7 : ti6*j«^N^:/y ^ f«-&#a^s 

o 

[0 0 4 0] 
[0 0 4 1] 

;W7"'J7 F^faOSH^-nbfct/u— 7*^Xl7^;VAi:l^^tl§o 



(24) #S 2002-539802 

T$Sx.& 0 (Physical Biochemistry, Freifelder, D., W.H. Freeman & Co, 53 
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7v v Yi&ffi%Kmmtem&\srzMM\zMmm&-?2> £ tot, i x 
mw^yv y F&j&^n? c £•&-?%&<> u^hrcmm^mmm^wMir^ 



(27) #^20 0 2-5 3 9 80 2 

[0 0 4 7] 
[0 0 4 8] 

*mmw~?{&mT%t%, mm tlnaj x« TOfflLNA^o-7j it— 

[0 0 4 9] 




[0 0 5 0] 

Xfci-O-. -S-, — N (RN*) -CR6 (R6*) 

R3XSR3* tt^Tt^t/ fcft-T S 5? * u^-^- KHS3\ Xte 3 ' 
g^^TP *"Z?&t) ; 

R 4 *RtfR 2 *fcj:^fc:— C (RaRb) \ -C (R a) =C (R a) - 
C (Ra) =N-. -0-, -S i (Ra) 2-. - S -S02- -N ( 
Ra) -Rtf>C = Zfr£3KR;£ft5 1 - 41/^5.^/^7^*^ 
U 

Zfcfc-O-, -S-, Rtf-N (Ra) -fr£3KKS*U RaRtfRb 
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miL&LTzkfft. &mx'wmztirzc i~i 207;^ ffirtm^nfcc 

2~i 2£>7;Kr^ ;K ffilt'fi^nfeC 2—1 2©7;^-;K t Kn^ 
„ Cl~i 2®7;W^ C2~i 2 07;^-d^X Cl~ 
1 2tDr;l/n^->^;V>fc;K C l~l 2cD7M^M- ;K 4vl/^;K 7 
U— ;K 7U^d4 : v / *;1/&K 7'J-p^X T 'J— ;K 'Nfo . 

7U- ;K ^fn7'J-n4 : >'^M-;K ^fn/Fn^X ^foT'J- 

;i/#;vfc;K r^y, -tyst^ (ci~6©7M;W r^y. #;w^-r 
;K ^yRt*^ (c i~6©7;i^;K> 7 5y*Mw;K 7^/c i~6©7 

^y&tfi/ (c 1 ~6<or,Mp;i/) 7^/c i~6<d 
r;VWT^y^;l^*-;K c 1 ~6cDr;l/^;l/*;l/fc;l^7^y. F 
„ C l~6 7M7^o^^ X;V^y. Cl~6 7;WX;l/*?D^X ~ 
ho, 7^h\ x^Xr— ;K Cl~6©7Wf^ ad^x DNAjf 

#ftt§^PX^P*ti4L^^ftlR 1 R2, R3, R3* x R5. 
R 5 R 6. R 6 *&^n^YUfc£LT7.kff| N ffitTg^tlfc C 1 ~ 1 
2©7;P^;K ffiltit?nftC2~l 2©T;Kr~;K ffiST §^2 fife C 
2-1 2©7M-;K HFP^X Cl~l 2®7;V3^X C2-12C7 

^-n^^, c i~i 2©7;i/3+>'^;v^-;K c i~i 2£> 

T/l^;l/#;V^-;K afc;l/5;K 7';-;K 7'J-d+^*M^K 7'J-d 

/sfpry-o^x ^fP7'j^M-/K r^/s tyRtf^ (ci~ 
6©7/i/^;v) r^y, #;i/^-r;K ^ysLtsv (ci~6<D7;W) 75 

y*;l/#n;K 75/C i~6 07;l/W5/)b;I/*-;K ^eyRXf^ (ci 
^6cD7;i/^) 7 ^ / c i ~ 6 o7;i/^;i/7 5 y *^#^k ci~6or;i/ 
^;l/«75/, H\ C l~6 07;W/'fn^ x;l^y. 



(29) ti2 00 2-5 3 980 2 

ci~6©7;WX;^-p*^ ~hn. x;l/77-;K ci~6 

tffittOfeSl, ^WhS. y#*-*-S* RtfUtf^K tfOl 

~4©7^Wf»ll?$nS-0- -S-. Rtf- (NRN) -frSSft* 

-^L&V^-g\ zk^&tfC l~4 07;l/W^iJ?*n5o ) 
[0 0 5 1] 

n~v— (-hrs i ) Km.?* Atiznrc^mg.? t? u*^ m»^ 0 

[0 0 5 2] 

8-^V-N6-^Wr-X 7-f7W>fX 7 — r7if ^7- 
>\ N4, N4-x^/>/h>/X N6, N6-:c^/-2, 6-^75/7°'J 
5-^^;l/^h-», 5- (C3-C6) 7;l/^^h>'X 5-!7;W 
n^^^;K 5-^"n^e^^i/;K ^V->h-». 2-tFn^>-5-^f 

e n n e r £ 3b^H#fF^ 5 , 4 3 2, 2 7 2#TiB«bfc HJf^MK:£C&J 
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iiiit^^a mm mmmsi i^^^Ris-r^rcDccDx^^m^xi't 

[0 0 5 3] 

^mmm-vim^ti^h^. mm fdna^amj a. dnax^rnas^ 
^jo^t^gp^^j^. /^•Jv'x yyb^-fey. r yb "7* ;><d 

/X ^'Jy>. -<y^/UX ^tKn^/X 7>h^^^ 

nU^ilO<fc^^»ig{*s MW'f^C.t^hyX (4, 

1, 10-7xtyhn'ry) ;Vf-7i«-3^;l/h-i^i>VX #7 

o #^S3;l^&£M&. 7^u^y 7yh7^/y©i:9^/y> ^i^y 
y>~. 7°V7i/y ^vijyMxf^AAPyy^iT^^o 

[0 0 5 4] 

6-^^;v-i, 4-t7h^/x 7yh7*/x t7h^/x Rtfi, 
4-^f;V-7yh7^/x ^r^yx ^fi/^F, ^/7x/x 

[0 0 5 5] 

s^ufylt-S^ AMyt7>>7\ 7j;V^yfit:F^-yF. X;V*y$L x;V 



(31) #12 00 2-5 3 9 80 2 

«T5>\ J&2SfcT5>\ I3^7^y, tK^F, :i^4->F\ vWSK 
[0 0 5 6] 

^75>Eftll (EDTA) „ r^y^x^vm^^T^^o 

[0 0 5 7] 

^>-tf>, t°u^>\ -7-:7#i/>\ r^F^-fe^ M7xt> 

■fe^j&;W^F\ 7;l/ftFs ^F>. HS7;l/3-;K ^2«fc7;K3-;K 
-Y F\ ff!lf&7^>\ ^2SRT^:>\ 1317^^ tiF^F. :c#3r5/F\ 

y/t°U ^mm&titjkm&^ir &c i~C20tor ;b^;vSs ^ V ^ u > ? 
ij 'J O J; 7 U U 7 ^ F\ ^7°^F\ ^yn/^IE *iJ:J/# 

vv>mm» mm, mmm, Rtfxfo^K m#k: rmfnttu^vFj 

[0 0 5 8] 



(32) #8200 2-5 3 9 802 

rsHto^s/^w&j sb## 5 6 MBRm^-r ax^- 9— 
&fc«H^w&*^a5So Hot, B^DNA^m ytit^mtem&o&zm 

» S L < 1 - 3 0 ©Jg?. 1-15 <Dm^^tS> 5 l^XH 6Mi: 

[0 0 5 9] 

tsM4 <D&ffi.K^k3^TMM'£ tlS (Mx.^\ Herraanson et al., "Immobilized 
Affinity Ligand Techniques" Academic Press, San Diego, California, 137- 
ff, 1992£#»)<i2:) o HIS^x X^— 9— £>S2&4 0 Ot^Xfn-A 

tot, x^— 9-- «s mmm^ mmw^ms/y.^^u^^^^i'K 
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5 isxa 6 Mti btn^-r §i© rai&D&s/^w&j gp^om 

* 1ft*: <fc o T-® iff Rlf H & 2 i^mf Zft&o 
[0 0 6 0] 

[0 0 6 1] 
[0 0 6 2] 

tf-yrfv— (SCI) i?fcj\ P«^<^y^— Xfc*5' ^s^-r^^^^ 

5/KH3l&&Ofe«)©7^*;Wft^'ro iLNA^5' tMS Tfcifc 

#£) (5' 5MBtt5«^U^S/KU:^tSy4?*- Xg|5#<D5' ^M^ffi^T 
[0 0 6 3] 

— ^feff-rs^y^— xt±3' (p*) t^s5t^u^Kraig^ 

3*K:«fcoT^iSnStell*^$&.^S (3' 5|d8fcl:**U*S'Kfc:fctt3y# 
[0 0 6 4] 



(34) #S 2002-539802 

R3* ( OfEg) X&R3 (^FS/aSHS) (D£%z>fr£ LTOgP * 

T^T TIEMJ <D (R 3 * = P * ) *V fttf TjEMi <£>L N At/v-J: 

■li^UdV-a, D N As R N As M^Offi© L N A t 'J dV- t^LTi 

LNA^Drfv— BLtf^-UdTT— i:^>nLNA (R3 = P*) t/v-M'i 
*fcf ? * F (5? * U^^- KRtf/Xte 2 — rttss* ? F) 

t (om.fr&t>*ki± mm<D/^r7Vy FffM#i4^£ est wsMtl e nt v^a 0 

D N As R N As Xfife^ lOOLNAtUdT-CPfnA^A^^'J-y 
J^TS Gf&^lfnttT) roiJ IBS© (R3* = P*) ©rfrUdhr 

— tis gW^lRlCLNA^-yrTv— ^CSCfcJb^^^^tiTV^So fc> 
Ts 3^>n (R3 = P*) ISBO^D rfv— &s D N As R N As Xttfe? lO 

[0 0 6 5] 

Aoiim ^©j:^^Bofcf«£D^yv-^F^-r>^fiist-?)PSDs -r 

5s CTA^S:< £ & 1 OOWlOt/^- (flRfcf TiE^J ©LNA, IT 
[0 0 6 6] 

cIcITs »s LNAfcl^St, ^^^D^^^U^v-Fs 

^5c^^U^7^1x4-^Fs PNAftifEHtSo tot, ri<^/^J 

«s 5' mmjfa-vmm-tz^y^-imu mmr^y^-i a 3* 
^riRiTB^'Ts^Er/ kiwtSo l n A€yv-^p,ip)^^§i< ^ey 



(35) #g 20 02-539802 

[0 0 6 7] 
[0 0 6 8] 

M-T^#;l/ (biradical : R2*-R4*) <DlBfn]14te:. ^E#I'J^ 
O f£oT. R 2 *RZfR 4 H^tt^-T^^;!/ IT-0-CH2-J ^ 

[0 0 6 9] 

n-7-tffl^Ati6tifc:L N Aic^t^/W7^^ (R 2 *-R 4 *) 

- (CR*R*) r-Y- (CR*R*) s - (CR*R*) r-Y- ( 
CR*R*) s-Y-, -Y- (CR*R*) r + s-Y-, -Y (CR* 
R*) r-Y- (CR*R*) s — N - (CR*R*) r + s- — - 

Y-Y-frzmiR-zn. ^(Dm, ^Yiaiit, -o-. -s- -si (r 

*) 2-, — N (R*) - x >C = CK -C (=0) — N (R*) JkT$- 

n (r*) -c (=o) -frzwtRtEti. ^(DmR^it^ri'ennM.vrym, 

7$>h\ -h^ tFn^X 757, 

Xtei? (C 757, ffiSTMt^^nfeC 1 ~6C0r;l/3^> 

iLTfcj;< ;la rRXfslt, r + s 1 ~4"T?&S£^ "5 {BL^fT 

^tT0~4T^§o $?^b<«s H8i&©&S«SM±^ ^-Tv^^-Y- 
N - (CR*R*) r + s-. - (CR*R*) r-Y- (CR*R*) s - 



(36) #S 2002-539802 

s Rtf- Y - (CR*R*) r + s-Y-frSSiRStU ^©l®. rRtfs^ 
r + s O-a-ff^ 1 ~ 4 t II Lf t ^ t 0 ~ 3 T-S § <t 5 ^ 

[0 0 7 0] 

R2*M*R4*«ttot, -O-. -S-s -NCR*) (CR*R 

*) r + s+1-. - (CR*R*) r-0- (CR*R*) s - (C 

R * R *) r-S- (CR*R*) s - (CR*R*) r-N (R*) - 

(CR*R*) s— , -0- (CR*R*) r + S-O-, -O- (CR*R 
*) r + s-S-. — N (R*) - (CR*R*) r+s-0— -S- (C 
R * R *) r + s— O— . '— O — (CR*R*) r + s-N (R*) — . - 
S- (CR*R*) r + s-S-. — N (R*) - (CR*R*) r + s-N 

(R*) -N (R*) - (CR*R*) r + s-S-, S - (CR 

*R*) r + s-N (R*) -frZM^ft&>^^^tifr : &^ir£5%:&(DT* 

[0 0 7 1] 

i ~d<dr *^zk^ t: kp^x am-vm^nrcc i -^(Dr^^y, a 
mxmm^nrc c i ~ 6 ©t;^;k d n a^a^j. mt¥m^&&(D%>%m, 

[0 0 7 2] 

1 0£>$? $ lA^7£T?fcJ\ 4>&< fcfe 10(7)LNA^H7^M^t§ 1 

gfcfc. MSB tMLTM^tl^i: 9 ^X^- 9--^tLTfeJ;^) 0 
[0 0 7 3] 

SfSLOi. #ftt§^PX(iP *U:H#L«:V\ LNA<Dim R 1 *, 
R2, R3. R3*. R5. R 5 *. R6. RitfR 6 * &^*V?*afciLT N 7j< 

ffiKTHSi^nfcc i~6or;i/3vK ffig-eti&^nfcc 2-607^ 



(37) ig200 2-5 3980 2 

C l ~6 0T;Pn^S/;*j;i/#— ;K C l~6 07;V+;V*;I/#-;k 
S—'BtXfV (c i~6 07^i/) 7^/*M^k c i~6©7W*;i/ 
X;l/77-;K Cl~6©7Wf^ DNAjfASk ftffc¥fcHC?Ste<Z>&S 

RtfC l~4^7;l/»BM?Wo 
CO 0 7 4] 

LNAO^LV«Tii, Xfcfc-O-, - S Rtf-NRN*-* #&C- 
. R 1 *. R2. R3. R5. R 5 *. R 6 , RZfR 6 * fct^n^ntE 

[0 0 7 5] 

— IMtcffJ LV^J^THi. XtiOT^D. R2fci\ Tkfg. H Ko*^ Rt5 
ffiftTWIfcSftfcC 1 ~6©7;l/3^i/^f>M^tl, R 3&Xf R 3*<0 1Ott 
P*-?feD, fe5lo« N zkfgT&tK R 1 *, R5. RtfR5*« s TkfR^a 
U SlCj?$b<^ -0-, - (CH2) 0—1-0- (CH2) 1~3- N 

- (CH2) 0—1 -S- (CH2) 1—3-, - (CH2) 0—1-N ( 
RN) - (CH2) 1-3-. Rtf- (CH2) 2~4-fr5> N #t-0-CH 
2-s -S-CH2- &.tf-N (RH) -CH2-I^n§;W7^;V ( 
R2*-R4*) ^S-To — iRfc, ^(DhZ-ZmZftT^ZmmzmisT^ R2 

"5, J^^i?tlM±7^y-^n (X = 0) fc«t5lS^Mt§Ct^ 
#fcl|I8>L^&S<DfcJ:. ^ I Oll^AnenfcLNACDR 2 R 4 *^ 

-iiCftot, -0-CH2- -S-CH2- Sltf-N (RN) -CH2- 



(38) #g 2002-539802 

K>. R3XttR3*<Dlo^P*^iU 1 o#vJ<ffi^U R 1 R3 
[0 0 7 6] 

2: Oct ? tenmmm-ete, * v ^-icm^xti^nrc l na <d'J>-& < £ t 1 

[0 0 7 7] 
[0 0 7 8] 

[0 0 7 9] 

1 -do&S&VVZ, R 3 * t± P * fe "5 1 ~D(D&5&V\t R 3 Ji P * b 

, f 3©S^m sTUrfv— R 3 *#P *£*T LNAfeSD, R3 
>b s P *§ltLNA^5o 
[0 0 8 0] 

*V rfV— tt^WfCtt^ — Jt£r£ IO1-1 0000OLN A&tf^^C 
^^^b^^KRtf^^b^-^FIS^^^jlJR^n^O—l 0000(D?^l/ 
Xi/V&trtSo ??ls*zsF<Dm£LN A(Dm.<D^m*. 2-1 50 00©|gi 

^cfc^^x ^l<»2~ioo (omm(D x 5 3 — i o o 2 ~ 5 0 OIS 

H<D£?&, 3~5 0X(i5~5 0Xa7~5 0®j;5^ / >^:<^^2. 



(39) #§2002-5 3980 2 

[0 0 8 1] 

LT». ^n«s 7t-X 97 --y. 

[0 0 8 2] 

i^<©?^l/^> KRtf /Xtt 5? * is Ymm&ZShse fe <fc V C £ fcifJJl 
[0 0 8 3] 

±B©£ a *V rfv— O L N Ate5* * FIHJI6^£fl"UTffi© ; ey 
KWffifr&o C Ct\ fflfg IT5?^ KH^-a-j ^ -CH2- -0-, 

-S-, -NRH- >C = 0. >C=NRH. >C = S. -S i (R" ) 
2-. -SO-. -S (O) 2-. -P (0) 2-. -P0 (BH3) - 
P (O, S) -P (S) 2-. -P0 (R" ) -P0 (OCH3) 

Sltf-PO (NHRH) -Jb^S^^nSx 2~4,'$?fL<tt300S 

£>W^ti, R" tiC 1 ~6 ©T/^/VRtf 7x-M^I«^n§o A^S? 



(40) #a 2002-539802 

* Hlffl*g-&OM8SEW«:Mtt. -CH2-CH2-CH2- -CH2- 

CO-CH2- -CH2-CHOH-CH2- -0-CH2-0- -O- 
CH2-CH2- -0-CH2-CH= (^(^/^O^tLTfffl? 
n§i^R 5 fettJ) „ -CH2-CH2-0- -N R H- C H 2 - C H 2 - 
N -CH2-CH.2-NRH- -CH2-NRH-CH2- -0-CH2- 
CH2-NRH- -NRH-CO-O- -NRH-CO-NRH- -NR. 
H-CS-NRH- -NRH-C (=NRH) -NRH- -NRH-C 
0-CH2-NRH- -O-CO-O- -0-CO-CH2-0- -O 
-CH2-CO-0- -CH2-CO-NRH- -O-CO-NRH- ■ 
-NRH-CO-CH2- -0-CH2-CO-NRH- -O-CH 
2-CH2-NRH- -CH=N-0- -CH2-NRH-0- -C 
H2-0-N= m< ^J^—\<D%^h Ltiffl^tlSl^R 5 fe^) . - 
CH2-0-NRH- -CO-NRH-CH 2-, -CH2-NRH-0- 
„ -CH2-NRH-CO- -0-NRH-CH2- -O-NRH- 

-0-CH2-S- -S-CH2-0- -CH2-CH2-S- — O- 
CH2-CH2-S- -S-CH2-CH- ($c< t/Y-^iph tt§ 
mtEtl&m^R 5fe^t?) s -S-CH2-CH2- -S-CH2-CH2 
-O-. -S-CH2-CH2-S- -CH2-S-CH2- -CH2 
-SO-CH2- -CH2-S02-CH2- -O-SO-O- - 
O-S (O) 2-0-. -O-S (O) 2-CH2- -O-S (O) 2-NR 

-NRH-S (O) 2-CH2- -O-S (O) 2-CH2- 
-O-P (O) 2-0-, -O-P (O, S) -0-, -O-P (S) 2- 

-S-P (O) 2-0-. -S-P (O, S) -0-, -S-P (S) 
2-0-, -O-P (O) 2-S-. -O-P (O, S) - S -s -O- 
P (S) 2-S-. -S-P (O) 2-S-. -S-P (O, S) -S-. 

-S-P (S) 2-S-, -O-PO (R" ) -O-s -O-PO (OC 
H3) -0-. -O-PO (OCH2CH3) -O-, -O-PO (O C H 2 
OCH2S-R) -O- -O-PO (BH3) -O- -O-PO (NH 
RN) -O-, -O-P (O) 2-NRH- -NRH-P (O) 2-0- 



(41) #S2 0 0 2-5 3 9 8 0 2 

, -O-P (O, NRH) -0-. -CH2-P (0) 2-0-, -O-P 
(O) 2-CH2- RXf-O-S i (R" ) 2-0-T?&D> -CH 

2- CO-NRH- -CH2-NRH-0- -S-CH2-0- -O- 
P (O) 2-0-. -O-P (O, S) -0-. -O-P (S) 2-0-. 

-NRH-P (O) 2-0-. -O-P (O, NRH) -0-. -O-P 
O (R" ) -0-. -O-PO (CH3) -0-, M-O-PO (NHRN 

3R£fu R" t±C i~6 0T;^;lxRt5^i^;l/A^®JR$n^o MfcMSEto 
&MJi* Mesmaeker£> (Current Opinion in Structural Biology 5:34 

3- 355, 1995) K«fcoT#£.£nTV»So ? Z F^©iE¥flIttWft£ P 
* £ LTO 5 MH^M^U ^fflUtt^fcff-r Styv— O 5 ' ffiK:ll&£"rSo 

[0 0 8 4] 

Tti^nfc c i ~ 6 ©r;i/+;K ffift^iKft^nfc c 1 ~ 6 or^n^x fi 

€7Uy» -U>m^s HU^Htti, Stf-W-A' TffcDx 
, Wtt-O- -S-. ]£.tf-N (RH) -A^lK^n, ^£>IHRHfcJ\ ?kM 
, J&ZfC 1 ~6 07;VWaiK$tU A' fct N DNASA^'J. ^k¥W^?£ 
ttO&^S. SMfc^WfcEH&B&Sg, *U-hM. &XfV#> 

[0 0 8 5] 

mm it, Ztl^tU ^-O-P (O) 2-0-. -O-P (O) 2 -OP ( 
O) 2-0-, RXS-O-P (O) 2-0-P (O) 2-O-P (O) 2-0- 

[0 0 8 6] 

mzmi^&znffimm-vi*. Pitt — u vuts. ruyiiMH'j>i 
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[0 0 8 7] 

. S.t>*-N (RH) -fr£>»>£tU ^<«RH&. 7k^. RCfC 1-607/1/ 
[0 0 8 8] 

G- [Nu-L] n (o) - { [LNA-L] m (q) - [Nu-L] n (q) 
} q-G*V 

Qgfr, n (0) ~n (q) tm (1) ~m (q) 0^tf-^2~l 5 0 0 OtS 
Zt^oUW^tt^X. qm~50t$!) i n (0) ~n (q) <D^Wtl 
a^iLLtO-l 000 01?feD ; m (l) ~m (q) (D^ft^niZl&iLVT I 

— looo o-efe^ ; 

n ; l n a &^tvr nsfci lt 5? * ut-> f^hh*^ l ; l iz^n^n 

l&iL LT N u Rtf L N A j^S^nS 2 OOl©FI© 5? * F P^1=r £r^l 

LNA-L «^n^ftSfci LT±iB£l^&©5£ 1©?^ U*^ F^ffc^T <> 
[0 0 8 9] 

*^^isnirt^\ .hru: t mmc l n a b < a, n&ofc^Mms 
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[0 0 9 0] 

dt^i^a-^ f^-u =fv— tsso m*<D Y*^>i$m.*?-%.wm 

ULNA (R3 = P*) L N A F ^ -f >JkT$ TjEMl ©LNA (R3* = P*) 
[0 0 9 1] 

i/^ti^-rs^^ nri/^v^fig^-y * i^r^- kot- <t t> fc 7 >^ < fe 2 

5 xNt«<, $?g;L<&4>&< ££>3. 5xN°CK, #t^<i:?>4. 0 
xN°CS<^ JRFgiJttltt^* < £ & 5 . 0 x N tIV\ 
[0 0 9 2] 

^^tiTi/^v^M^-y dT^U^KOT. <£D*>4>%< ££>4. o°C^ 
, £ L < fct4>£ < fe 5 . 0 °Ciav\ #fct±^ft < fe 6 . 0 *CSfv\ ffSUfc: 

T m 4>&< £*>4. 0 xN°CK, JffL<(i / >§< £fc 5. OxNtK 
„ < t fc 6 . 0 x N < N #BlJJC«^^ < £ fe 7 . 0 x N °Ci^V\> 



(44) #^2 0 0 2-5 3 9 8 0 2 

[0 0 9 3] 

mm nmt^^M^tir^^Mm^v^^^u^-^-^i it, <Dmm 

[0 0 9 4] 

T m te&TFOm^tD 1 OCDfe tT\ L < (^ema* 1 . 0 

a) 1 OmMMa 2HP04, pHtt7. 0. lOOmMONaCK 0. 
1 mM^ED T A ; 

b) 1 OmMcDN a 2 HP O 4, pHliV . 0. 0. lraM©EDTA;X» 

c) 3M^h^^;W^fc:7>^e— (TMAC) . 10mM©Na2H 
P04. pH«7..(k 0. ImMCEDTAo 

[0 0 9 5] 

Filing . B^«^s^&£^i^rr& 0 

[0 0 9 6] 

te^W^BffiS^ RNAtU 3"5* ^ U*?- F fc> W 7V v F^f £*§-£\ tu 

^nrv^^M^u 35? FTH^n^igT^iRi^xa^ncj; o^c 

U 3 5* ^ p^-^- F^D^tl^HK^J^P— CO, a^7';7 FJ&f&mMWlfcO)^*^ 
[0 0 9 7] 



(45) #g 2002-539802 

6%«ti, 7%#ses*u 8%^n, x&9%^£n. 
iifc i o%»n, m«\ fcfe i i %^?n, M^fcf i 2%#^2 
n. i 3 %e«^n. 1 4 %^sn. x« 1 5 %&mztu ^<tfc2o % 
wm$'J>-& < £ t> 3 o %2^$n. '>%<fcfc5o %b^^ n, mz. 

[0 0 9 8] 

cfc t) felS^ 3 ' 5? * Flg^WI4©^tt^r#-r ^>o 

CO 0 9 9] 

t. ffiSTCWft^nfce i~6©m;K ffitT?ffilsnfec 2~6<D7;^ 

N (Rg) 3Rh) frZ>W$l'ZtlZ>iMX*%>Z> 0 $g&±fPgnStffl£l&l** 
RemingtonOPharmaceut ical Sc ience (17 Ed. 
, Alfonso R. Gennaro (Ed) Mack Publishing Company, Eaton, PA, USA, 1985 
) RTf Encyclopedia of Pharmaceutical Te 
chno 1 o g y©Ijfi»l3i$ntV^J:9%feOtfeSo fct, 

7&mi<ommv&&. l t t» «t v \ 

[0 1 0 0] 

C^fifiM l ) 



(46) #^ 2002-539802 

V ytlffill'tG n H C Hi. L N A^W^U V FJ&J&fcfrW ^tlft'M 

mmtfT-iS-y (GnHC'l) ©«fc3&3S*S:** hPlfy^M7'; v 
[0 10 1] 

[II] 









SB 5»J 


W St 


C8 


EQ-3133 


4 


ff-AG-tac atg tta tgc ttt 
GAC m ^O mt GT GTg-3" 


LNAfiEft 

5* 7Vh7^V 


C11 


EQ-3131 


5 


5 r -AQ-tac atg tta tgc ttt 
AAG AC"*^"* GTG 
TGc-3* 


LNA«W 


HEGC8 


EQ-3106 


6 


5%AQ-HEG-AGA C^CG 
TGt-3* 


5' A^v>yi; a -^ 
LNA 




EQ3185 


7 


5ttg aat tec aag age aca 
egg tat tea gtg aag ctg 
cag ggc act tec aa 3' 


Sf^M sens© 
g/c pos. 9756 
(50-mer) 




EQ-3246 


8 


5*-i)iofin-ttg gaa gtg ccc 
tgc agctt-3* 


5* K*^>-fbDNA 



[0 1 0 2] 

a: LNAt/7-^?^U DNA^/T^/J^T^to Cme 
t fc^to 5' AQ«, t'J 

=ftf5' 7yf7*/ystfc3'jy^^ MWq-conh- ( 



(47) 2002-539802 

CH2) 3-*V3-£%>Z>££&7r& 0 5' -AQ-HEGtt, *V3(D5' * 
S^AQ-CONH- (CH2) 3-P04- ( (CH2) 20) 5- (CH2 

) 2-*v3T*&z><i£?t^-?o 5' -e^Mi, *v3<D5' mm^*^ 

y- (CH2) 4-CONH- (CH2) 6 U =fT?&3 C t^To 
[0 10 3] 
A p o BW7n-7©@ffll: 

MO. lfiMOO. 2M©NaC l^/yh^^yVLNAl^ffl/n- 
7(C8> CI lX(iHEGC8 ©^"Tn*\ ^ 1 fc) temffiVTco 

100/iL©ty ttmtftmfls— h (C 9 6, V-7° ; n 
X^;Vh\ • • i-5/ia3-)V) (D^^Mctn^., Wck3 5 

UCTULS-2 0-21M (UV7>fl-;^fAX;f^) fcfctt 
SfftU Vft (83 5 0nm) £15 2 8l©7^U7 • * 1/ 
^-/J^2 5W-Sti Xfi©|ffift#I©±t 1 4MRtfTfc 1 4 IS) 

[0 10 4] 

hOft. 300/iLOO. 2 5%7^->2 0 (F-f x y. Seelze 

Riedel-de Haen) ADOO. 4M©NaOHtt$f 1 >x;«^U ^t?3 
0 0 n L(DBt'(*>7kkT 3 HiSfeJtbfco 
[0 10 5] 

C8. Cl i XttH E G C 8lM7on-^^f tl^Tn^- b Lfcf 1^] 
i/Wb^^X/WcM (WT) <£MH6^? (0. 3|iMOEQ3 1 8 5, 
S E Q ID N O 7 ) tetintto a^X'J <y FJ&SiB^tofclfcW-S G n H C 1 

fcm&lZ, 0. 0078. 0. 016. 0. 032. 0. 063. 0. 13. 0 
.25. 0.5. 1. 2. 4. m$SMT*3b~?fr 0 
[0 10 6] 

8M©i^ifi"eiftiDGnHC 1^0. l%^-y20^t50mM 



(48) #^2 0 0 2-5 3 9 8 0 2 

M©GnHC 1 %:^m-?Z>mmi(DmWmte&-oT8M(DG nHC l&^mt&M 

mwtmRt %> ££^£-3 viso g n h c i mmwj&nw- bfc c 

[0 10 7] 

hW^\y^<0 1 0 0 ^ L^^iJ >y Fff^^^&ftn^/c 
o 3 7t:tc:T*ilEffl^-ydri:«W^-yrf*3 O^'M^Dy FflM^fco 

0. 1 %y^C— >2 OOX^ftS 0 0 ii L<D 1 x S S C (1 xSSCtil 
5 OmMCN a C K 1 5 mMO^y^- h V tf A) tCT^;^ 5 HlgfcitL 
Tco ^T?0. 1 — >2 OCDAofc 1 x S S CJc?S»bfc 1 0 0 /x LO 

0. 12/iM«ffi7'P-7 (EQ-3 2 4 6, SEQ ID N0 8) ^iO 

?u 3 7 °c ^ t 3 o shh/ w 7 u v Yi&fifc&ito mkfr 0 , l%^y2 0 

CDA^fc 1 x S S C (^TM^ff ^ W > ^ 3 0^L/c o 
[0108] 

tf (s t rA-HRP) ^tSChta^W^^yF^tBtfco 0 
. 1 %7^>2 0 At><0 1 xSSCtlji g/raL©iSf s t r A-HRP 

orsl -cvy^m, p«^7*-b\ tfr-x, #*n^#*§2 1126)^ 

xSSC;0. 1 1/2 0-V?\s—y%:3mffl&V, OPD77KICT 

[0 10 9] 

O PDT'yW 

6mLO0. lM^xylUE pH=5. 0. 2mgWV-7x-l/ 
>vv^y (OPD)' 0«K"J*2« Cr>"T— rr^y/v-yy, ^rA-Ji> 
-f 1 ^) R.r5 2. 5 |ti L^3 0%H 2 o 2^wr^^Sr^^i%iiMbfco 

i o o ^ Lo^ss^te^SJiSW Kin*. ^^tt^jSCT i ~3 oftm^y 

3rzL^— hTZ>o 10 0/iLO0. 5MOH 2 S O 4 &C ioT/yW^iL 
, ELIS Ai^DSfit* t> A = 4 9 2 nrattWS«t§o 
1 fc^To 



(49) HI200 2-5 3980 2 

[0 110] 

m&frz. g n h c i *&m-?zimmfci3^Tm&%:$hmKTJ^zrv V F 
bj&-?% n timm~e&%> tmmwfzn&o m<^^ti^ GnHci^i 

(8M) GnHC lajgT^. IW^^'J *y F^J&^^vW^f^tl 
3 Q HHt. DNA'J (C 8 (EQ- S E Q ID N04) &tfC 1 1 

(EQ-3 13K SEQ ID N O 5) ) ^ofdi£Effl:t 'J rf<Di§-g\ ^ 

o . i M-e^-o^^^ D . ^-r^u >y Ffl^>^vi^$] 3 o %^#>&I1j o 

. 5M~5 MCDmrnmitm*? % G n H C 1 (Dmmt LtAxf^U >y FffM^V" 
;l/Mijp-T^o ^U-if l/V^U 3-;I/OU >*-(HE G"C 8 (EQ-3 1 

08, seq id no6) y ^frvrwmtsmy°\y-h(Dmmmmit^H 

[0 111] 

mmm 2) 

G n H C 1 tfelt^A^^U y FffM^#SW?fe§ (M-^^) 
JS^T-^V (GnHC 1 ) <D£5r&mtir£i3*Yu^v5m^M^%m 

3£^£oT/W7^y F^-ittBLfco 
[0 112] 

[162] 



(50) 



#S 2002-539802 



** 








m n 


C8 


EQ-3133 


4 


5*-AQ-tac atg tta tgc ttt 
GAC°* l C™'GT GTg-3* 


LNAfiHW 


T8 


EQ-3134 


9 


5-AQ-tac atg tta tgc ttt 
GAC""* TGT GTg-3' 


LNAfc«S 

5' r/h7^> 




EQ3185 


7 


5*ttg aat toe aag age aca 
egg tot tea gtg aag ctg cag 
ggcacttccaa 3' 


&<£m sense 
g/c pos. 9756 
(50-mer) 




EQ3187 


10 


5 tig aat tec aag age aca 
cag tot tea gtg aag ctg cag 
ggc act tec aa 3' 


.Sense aft pos. 
9755 (50-mer) 




EQ-3246 


8 


5*-biotin-ttg gaa gtg ccc tgc 
agctt-3* 


5' bf^WbDNA 



[0 113] 

£: LNA€y7-m?t^U DNA^yY-^^to Cme 
ttity?- ^ 5 -^f ;l/^> h ^> UN ATS§ C t^to 5' .AQtt, 
rf#5* 7^ b7+/>RtfC 3 'J fi^WAQ-CONH- ( 

CH2) 3-*V3T*%>Z<l}l&7Fir 0 5' -e^Vi±. tU3*cD5' JtMtf 
tf^V- (CH2) 4-CONH- (CH2) 6-t'J^5il.t^t 0 
[0 114] 
A p o Bffi^ffi7°n-^c»iaMb 

ISO. l^MOO. 2M©N a C 1 rfJfcl^h^yVLN AtifflJB^n— 
7" (C 8XttT8©V^fn*\ S2%#M©cl ^?Sfi?Lfco 100|iLOt 

u^tl^i/wb (C9 6. ^'jy^;f>^ ox^F\ 

2 0-2lii (UV7^h^XfAX;f>^) tcfcttSi&UVft OKI 3 
5 0 n m) 1 5 ^I8Lfc 0 2 8 »7 ^ U >y 7°X • * 2 5 W- S 



(51) #^2 0 0 2-5 3 9 80 2 

Mb. IfitDW&V&temiPQ^tirlto 
[0 115] 

^Z/^^— Y<D'&^ 300^iL©0. 25%^-f— >20 (M'X Seelze 

Riedel~de Haen) AD<D0. 4M©N a OHttf f <)x;«#U 
0 0 |i L<0JBW#>7kfc:T 3 [U^L/co 
[0 116] 

iFt=gtfffltfl^F (EQ-3 1 8 5) StfSESiiW^ (EQ-3187) 

C 8Mffiffl^n— ^ (EQ-3 1 3 3, SEQ ID N0 4) Mf: 
«>3i;l/{c!e^aSfl9^ (EQ-3 1 8 5, SEQ ID N07) ^ffiV^— 

(o. o o o 5 /xM) -eim*. — 

IWf (EQ-3 18 7, SEQ ID N O 1 0 ) <£> jiii 5 in FMMM%R 

j -vmttE&rco sss?sw^?©#snfc«fi«. o. 0001. o. ooo 

5. 0. 0025. 0. 012. 0. 06. 0. 3 0 /iMT^ofeo 
[0 117] 

T8lffiffl^7 (EQ-3 13 4, SEQ ID N0 9) ^n-M/c 

mmMm^^i&^—^mm. (o. oos/xm) -can*.* — 

7?, (EQ-3 1 8 5. S EQ I 

D NO 7) Ofi«5fg M^#f?J T«t^^/fco !54SiW^Of6nfc 
Mm*. 0. 000K 0. 0005. 0. 0025. 0. 012. 0. 06 
. RtfO. 3 0/iMTfeofCo 
[0 118] 

8MOS^aSfT?Hf*OG nHC 1^0. 1 %<D\y-f— >2 0 h&fc 5 OmM 
© U yiW8«?BtK:?S» - r S £ £ K cfc t> > m' 7 U *y F^fflM@^«lg b fc Q 0 
MCGnHC 1 ^^-£|l»OMW7fc£^T8M<DG nHC 1 Jt^TZM 
®?g^3K"rS d ^^cfcoTM^fSV^SJgOG n H C 1 «»&fif^bfc 0 
[0 119] 



(52) #^2002-539802 
1 0 0 [i L<D7^?V V YMlSM^JtlmX-tz 

0. l%7^-y2 0©Aofc3 0 0/iL©l xSSC (lxSSCSl 
5 OmM©N a C K 1 5 mM<D? JLyM^ h V V A) fclT^x;!/^ 5 HI^L 
^V^O. 1 %y-f->2 OOAofe 1 x S S C^^Lfc 1 0 0 /i LOO 
. 1 2/iM«ffl7°D^ (EQ-3 2 4 6, SEQ ID N0 8)£rtJPX. 
N 3 7 °C^T 3 0 W V KffM^-^fco 0 . 1 o/oV-f—y 2 0 O 

AofelxSS C^T^«M^V-h^3|H]^bfCo 
[0 12 0] 

tf (s t r A-HRP) %^T%Ztlz£i9/^-?V v FMLfeo 0 
. 1 — >Z OADtOl xSSCtl/i g/mLOilT s t r A-HRP 

OfclS. ^'jy-Tttk n^^y^-F. IfV-X. #£n^W§2 1126)^ 

rt^f bfco #:n;i/MS Dioo/i Lira*., l s^-r^n^— h Ltc D i 

xSSC;0. 1 %y-f — >2 0^y°U— h^3|Ej$^U OPD7>y^tt 
[0121] 

6mL©0. lM^JiV^MIK^ pH=5. 0. 2mg©W-7i-U 

y^/^y (opd) (om^zm (fyv-^ n^v/v-^^ 

-f-y^) Rtf2. 5 /a L0 3 0%H 2 O 2^Wf^>^r^'o ! t^ ; &l)iSbrco 

i o o [i L<D±mu^m%&fcfom^?L. mmfe&tej&vr 1-3 o^w> 

4^3.^— h~r^o 100/iL<D0. 5M0H2S0 4tj;or7y^^#±L 
v ELIS AR»BlD««Jz:J; D 1 = 4 9 2 nmtT^MStlo 

fgj^m 3 w h 4 tcj^r o 

[0 12 2] 

^TJi, GnHCl %^S^v>t8««^Sfe&nsiK^1ti:l^^fe&fclSai 



(53) ffS2 0 0 2-5 3 9 8 0 2 

[0 1 2 3] 

m^z^v^^r£*v3£3ix^v?-(Djrv3(Dmmmzi : 100^ g 

n H C 1 ©ig£ft#Lt 0 . 2 — 0 . 5 /x M©I^t V rf ©ST. V y ^ bfc 
o clOct^^®^^ &J1 : 6 0 0©7>yfU^'J^5X77WJ 
[0 12 4] 

|W|^^^: ->f?1-Mc33tt%2l£(DMW fctff^nfci^o tot, 111 

jtT?#e>nsfcnt>nso ^^;i/£/-fX<Di±&> 1 : 6o<fc 

DfeiffiV^ (1 : 1 0 0<Dm%M£ Dgx.^) <lfc*^46e>nSo 
[0 12 5] 

(GnHC 1) ©<fc5&&#&J&*bnlfy*&Jifc^*raiI 

!?ft 3gHtt £ tl£ o 

[0 12 6] 

0»M 3) 

G n S C Nfi^xylt h U ^AliMtfU >lliI*T/^7'J Fff2 



(54) #^2002-539802 
-3< z.£ff&\,\ G i 1 s i n (Biochemistry 13:2633, 1974) RlfC 

h i r w i n (Biochemistry 18:5294, 1979) 0 ^xyith'J^AXtiV^i 
OH^^AHcS^V^c^r-^V^^T^- h (G n S G N) #^«M^$5 

[0 12 7] 
[0 12 8] 

[^3] 









S 81 




C8 


EQ-3133 


4 


5*-AQ-iac atg tta tgc ttt 
GAC^C-^GT GTg-3' 


LNAi« 

5' T>Y^J > 


T8 


EQ-3134 


9 


5'-ACMacatgttatgcffi 
GAG™* TGT GTg-3* 


5' 




EQ3185 


7 


5*ttg aat tec aag age aca egg 
tct tea gig aag ctg cag ggc 
act tec aa 3* 


sense 
g/c pos. 9758 
(50-mei) 




EQ3187 


10 


5ttg aat tec aag age aca cag 
tct tea gtg aag ctg cag ggc 
act tec aa 3* 


Sense, a/t pos. 
9756 (50-mer) 




EQ-3246 


8 


5*-biotin-ttg gaa gtg ccc tgc 
age tt-3' 


5! WbDN A 



[0 12 9] 

?i : LNAty^A^fiU DNA€/7^/J^?^o Cme 



(55) #g2 0 0 2-5 3 9 8 0 2 

t {it/^ 5 - ^f h *>VL N A?fe5 C k^to 5' AQIZ, *V 

dr^s* 7> b^+y >mc 3 u y*-^, fi» a q - c o n h- ( 

CH2) 3-*Vd['V&&Z£*7*'ro 5' -tf^M±, t'Jd©5' 5lcSS*< 
E^^y- (C H 2 ) 4-C0NH- (CH2) 6 -^"U rfT»36S C t^^o 
[0 13 0] 

a p o Bmum^-^ommt 

mmo. 1/tMOO. 2MONaC1^7>b7^y>LNAl»n- 
7" (C 8XttT 8 wrtl*\ I3^»i: fc) ^Pb/to 100/iL©t 
U 3&$mtlffi7l'— h (C 9 6. #U V-7° ; ryv-^, 0X^/1/ h\ ^ 

2o-2H^t§ (uv7^f^xfi.x;r>v-^) icmfzmuvyt m3 

5 0nm) ^15^#»bfc 0 2 8i©7^ U 77°X • ^l/«2 5W-S 

mm (#7x<nfflFffls&&o±Ki AmmrrKi Aim tt&Kmmmttmw 

[0 13 1] 

^>^zt^— h<D'&. 300/iLOO. 2 5% , M->'2 0 ( F-f 7, Seelze 

Riedel-de Haen) AD©0. 4M©NaOHictf f ^iMffijfU 3 
0 0/i L^-r^-VTK^TSIU^LfCo 
[0 13 2] 

WT (EQ-3 18 5) W?MMUT (EQ-3 1 8 7) «#J#^£© 

C 8 h Lfcti^I^l/- h©7x;V^4i (WT) 

Wffift? (0. 0 12/iM) ^An^-fCo 'M't/U V FMM^^G nSCN 

03. 0. 0 6. 0. 1 3, 0. 25. 0. 5, K 2Rt? 
[0 13 3] 

rnwz. t 8mumfxn~r^zi-hi,rmmtsmy 0 u-b^mm (mut 



(56) #^2002-539802 

) Mfftfr? (0 . 0 12/iM) &tiU%., 0.03s 0.06, 0.13. 
0. 25, 0. 5. K 2M4M©GnSCN£TA^7U7KM$^ 

o 

[0 13 4] 

0. 5%-9";l/3^VAD©4 OmMO^iytthU^ASiS (pH7) X 
&0. 1%^ — y2 0AD©5 0mM©U^iI (pH7) £>£-?5£>;frfc 
S^rl^4MO@f*G n S C N&mM-?& £ tt<fcotA^^iJ , y Fff^ffl« 
m^r^Lfco OMOGn S CN^Wr^|WHi©M®M^cfcoT4MC»G n S 
C N^tf f t§ c ^^aotM^f£V«cOG n SCNlil 

[0 13 5] 

fc 0 3 7 XfciTjf SSffl^U zi^l^D rf% 3 0frM>\<f7V y F7M2^fco 

0. 1 %y^C— >2 0©Aofc3 0 0 fi LO 1 x S S C (1 xSSCtt 
1 5 OmMON a C K 1 5mMO^X^it hU^A) ^T^;^ 5 HI?^ 
bfco *^^> 0. l%^^-y20ADOl xSSC^O. 12^M£>*£fi} 
ffl^n— ^ (EQ-3246. SEQ ID N08) 37°Ct 
T3 0^flM, ^0. 1 — y 2 OXD^ 1 x S S CtCT3lHl^b 

[0 1 3 6] 

3?—- tf (s t r A-HRP) %$g^ir&C^cJ;»VM':/i;>y F^ffibfco 0 
. 1 %y^ — >2 0 ADO 1 xSSCtl/i g/mLOMts t r A-HRP 
Qfcm. ^U/^ J ifk Py*?*- h\ tfT-X. #*n^##2 1126)% 
?S»bfc 0 1 0 0 (iLftlt 1 5^H^^rL^— FL/fco i&v-ei 

xSSC; 0. 1 %^-T->2 O^l'— F%3IU^U O PD77^tt 

[0 13 7] 

O PD7>yW 



(57) HI200 2-5 3 9802 

6mL<D0. lM^X«m pH=5. 0, 2mgWV-7x-l/ 

i/*jt^> (opd) omm^zm c^w-^. n-^A-^x ^A-:ny 

-f'V^) &tf2. 5 |i L©3 0%H 2 O E^tt^iSZipWMS'-^o 

ioofi hco^MU^^u.mm^^ wm&m^fovx 1 ~3 o^ns-t^ 

h-T^o 100/xL©0. 5M(0H2S0 4tj;^t77-tr'l'^f±L 
, E L I S A^^D^S^cfcD X = 4 9 2 nmtT^®I§iS1-§c 
ffi^m 5 fc^-To 
[0 13 8] 

/ W ^ Ff^©^^t;Wl 0 . 2 MT-f«^itet, 15 1 M~ 2 
M^M#fef^^rr& G n S C N?lg<£>MI&£ LT,Ss6?>n££ £tfWm^tL%> 

o 

G n S c N£<fc5«fcTOE:*t&fcJ:U >H*St<:Lfe««?BEK:fe^S c 8MU 

c Noiiittit ->^;wi 7 5 %mm^nrco 

[0 13 9] 

< tK m&VT — ^ (GnHCl) Ock^iGnSCNH IfV^ 

[0 14 0] 

WJ 4) 

^xy|t h V ^KWmmh U V^ffi^^T. G n S C NKfeW-S/W 



(58) #^2 0 0 2-5 3 9 8 0 2 

5' 7>b7^y^i-3LN Afifc^tUrn (^2##,WC£) ^UVMIf 

v FffM^^-fe^T 5 ' If^XfcD N A^ffiffl^n-^S-a-r 
[0 14 1] 

[Ht4] 









sb m 




cs 


EQ-3133 


4 


5-AQ-tac atgttatgcffi 
GAC n "*e m, GT GTg-3* 


.5' 7>v?*;> 


TS 


EQ-3134 


9 


ff-AQ-tac atg tta tgc ttt 
GAC™ - TGT GTTg-3" 


■LNAVm 


mam 


EQ3185 


7 


ffttg a at tec aag agcaca 
egg tat tea gtg aag ctg 
cag ggc act tec as 3" 


. sense g/c 
pos. 9756 (50-mer) 


SMS 


EQ3187 


10 


5ttg aattec aag age aca 
cag tat tea gtg aag ctg 
cag ggc act tec aa 3" 


Sense a/t pos. 9756 
(50-rner) 




EQ-3246 


8 


5-biotin-ttg gaa gtg ccc 
tgcagcti-3" 


5' tf^MUDNA 



[0 14 2] 

?i: LNAt/V-^^U DNAt/^/J^^to Cme 
t at/^S-^f^h^LNA^Si: t&Tjk-to 5' -AQft 
ijd^5' 7>b7*/ yMC 3 U y*-^s ffij»^AQ-CONH- 
(CH2) S-tUaTfe^c^^to 5' ^'Jn©5' 3o*§ 

(CH2) 4-CONH- (CH2) 6-*'Ji«il^t 

o 



(59) #82 0 0 2-5 3 9 8 0 2 

[0 14 3] 

A p o BI^7°D-7©W 

m&0. 1/iMOO. 2M<DN a C 1 ^7yb7^/VLNAiWn- 
7' (C 8X«T 8©Vvfnjb\ ^4*#BS©<1 fc) ^MLfco 1 0 0 n h<D^ 

V ttmskfiffi-fu— h (C9 6. #'jy^;f>^ nx+;i/F, ^ 

2 0-2M (UV7^h'>Xfi»X;f>^-^) Ki&ttSfKUVft (&J3 
50nm) tl5»IL/cc 2 8 »7 ^ U >y 7°X • * Utf/hgl 2 5 W- S 

[0 14 4] 

-Y^a^— 3 0 0 /iLOO. 2 5% , M->2 0 (F-fy. Seelze 

Riedel~de Haen) AD©0. 4M©NaOHttf f 9x;«}|U #^7? 3 
0 0 [i LOflft-f ^>7j<tCT 3 0^Lfco 
[0 14 5] 

BHt&mfMtt (EQ-3 185) RZmmMM&Itt (EQ-3 1 8 7) t 

C8Sffiffl7°P'-7* (EQ-3 1 3 3s SEQ ID N04) 
*:n;l/fc:P££!8lflg#? (EQ-3185, SEQ ID N07) ^{gV^ 

^orlJg (o. ooo5/iM) -eiraa.. —7^ l^t§Ml$X77» 

I»? (EQ-3 18 7, SEQ ID NO 1 0) <DS« 5fg TWMBffil 

j T*mt-£&rc 0 &mmt&tt(D&£tirc.m&i±. o. oook o. ooo 

5. 0. 0025, 0. 0 1 2. 0. 06,00. 3 0 ft MT?feo7*c 0 
[0 14 6] 

T8iSffl7°a-7 (EQ-3 1 3 4, SEQ ID N O 9 ) ^r^— F hit 

rvyrt—K. ^mmm^^i&^—^mm. (o. o o 5 /*m) -eimx.* — 
73. m^t^-mm^^v^m^mmm^ (eq-3 1 8 5, seq r 

D NO 7) <Dfifct5te nS3BH&3Rj T^fc^-frfco K4SiW^?<^?.nfc 



(60) 0 0 2-5 3 9 8 0 2 

mmt. 0. 0 0 0 K 0. 0005, 0. 0025. 0. 012. 0. 06 
. RtfO. 3 0/iM-efeofCo 
[0 14 7] 

0. 5 yot^^^l/AD© 4 0 mM©^x>lt h U >>AI®I (p H7) X 

a o . i y 2 oAD©50/tM©u >mmwM(D £-t>t>Mcm%%mm. 4 

M<D@f#G n S C N?tmM~r& £ tt^otM^'J y Fff^fflMSM^fiSU 
fc 0 OMOGn S C N^ttS^IOlilt^oT 4 MOG n S C N^f 

T%mmm%:n%R't% z waoWMtoGn s c Nmrnm^mm^rc 

o 

[0 14 8] 

o 3 7tttIWj ri^#J^U^3 0ftm'^7Vv FM^tfeo ^ 
0. 1 % S V4 — >2 0OAofc3 0 0 /i LO 1 x S S C (lxSSCttl 
5 0 raMON a C 1 s 1 5 mMO^xyit F V t? K) lzT*y^fr%: 5 Uttftitb 
fco 0. 1%^->2 0A'9O1xSCS^0. 12/iMO^mffl 

7°U— 7* (EQ— 3246. SEQ ID NO 8) ^10 0 fi LftP^U 3 7 °C 

s c s ^xmmtim^is-Y&zmffi&^rcv 

[0 14 9] 

^— tf (s t r A-HRP) ^t§i!t(a!)A^7U7 F^tUbfco 0 
. 1 %7^y2 0ADO1 xSSCtlji g/mLOHts t r A-HRP 

OKH, ^yy-r j Jfk Py^7t-K tfT-X, #£n^#^2 1126)^ 
^?L/fc 0 73i;l/^D 1 0 0 LtlP^. 1 5 ^H-f F bfco 1 

xSSC;0. l%7^->2 01?7 P l/-h^3»U OPD77^tT 

[0 15 0] 

O P D7>yW 

6mLCD0. lM^V&Sgffi^ pH=5. 0. 2mgWV-7x-l/ 



(61) #^2002-539802 

>i?TB.> (OPD) <D§m*2m (f>v-^, n^>v\— Jfy^ trK-aiy 

lOOji LO^M^fc&SJSWKftl*.,; HfftiS'lfeJSbT 1—3 O^H^TV 
^^l^C— hf^ 0 100|iL©0. 5MOH 2 S 04 tioTTyfe^fitb 
x ELIS AffiS3flfcDSWi:«fc t) A = 4 9 2 nmtt)tf«»^o 

[0151] 

Infra 

JLO^UWcS^T. &i)lfi£>G n S C NfcfcVT**.* /vf >y 

HHStettx g n s c Nmftv«lt^f>n5f^tt^ifT^5 fcfgil 

[0 15 2] 

■ettV'y^bfc^UrffcSXVy^-O^-U^OJtlil : 100W o 4M©G 
nSCN. U C 8 ^©/n^7U >^ KM^i^T^ Vy^L 

tin) jK^UrftDV^J&SaKfeV^Tfe^&nftV^o 4M<DGnSCN, U 

>m$mmz$5tf%> c 8 t<o^yv y vm^om^, m^^tf-i-M^o. 

^Lti/^o SDWr^HMm S/^;l/fc7^X©J£fcl l : 60 0 
[0 15 3] 



(62) #^ 2002-539802 

[0 15 4] 
[0 1 5 5] 

^T— v^^^T*-- h (GnSCN) <D£5%i&tl%i%*hul£y&ffl& 

[0 15 6] 

(HfifiM 5) 

mn?T—i/^ : fc^T%M®mcmf% d n amlna^u 

SfiPfiS^nrc^l/x^x^ (;^^yx/VY-, UV7^4 0) 

feifi (5 0mM©NaPO4, pH6. 8. 0. 1 mMOEDT Atf©4M 
OGnHClXtt5OraM0NaPO4, pH6. 8 S 115mMONaCK 
0 . 1 mM<7) EDTA) ©^fn*\ Rtf^^S. (1 jiM) OLN A T&M* V 

[0 15 7] 



(63) #S 2002-539802 

ftjgff teTi^&M/gLfco 1 ftmm X> 1 °CUm*±tf%:tfZ> 2 6 0 n mtziTiS 

[0 15 8] 





ber 




iB m 




112T 


EQ-3485 


11 




UNA 


331 12t 


EQ-3493 


12 


5"-acg tgt gcg-3' 


UNA 


as112c 


EQ-3495 


13 


5"-acg tgc gcg-3* 


afl-DNA 


158T 


EQ-3489 


14 


^-GOC^AC""*! 


LNA 


as158t | 


EQ-3497 


15 


y-aga agt gcc-3* 


LMA 


as158c 


EQ-3499 


1S 


5*-aga age gco-3* 


afl-DNA 



[01 5 9] 

CI6] 





.ft » 7 T — tMf/vf :/ U r-f -K-S/ a > 






155 mM Na* 


4 M GnHCI 


LNA (EQ34S5) : DNA (EQ3493) 




73.8*C 


S5.4*C 


LNA (EQ3485) : DNA (EQ3495) 




51.5-C 
(AT m 22.3-C) 


41.1'C 
(AT m 24.3*C) 


LNA (EQ3489) : DNA (EQ3497) 




69.9'G 


61JTC 


LNA (EQ3489) : DNA (EQ3499) 




47.0°C 
(AT m 2Z9-C) 


33.2"C 
(ATmaS-O-C) 



[0 16 0] 



(64) #^2002-539802 
?4: LNA^yv-^^U DN At/V- ^A^C^ttcTo Cme 

t v-^ 5 -^f h i/y L N AT^§ c i:^to 

[0161] 

16^ Um?T~i?y^^&Wmwfc$stfZ> D N A^U rf5? F t 

LNA^'J rf5? ^ l/^r^ FO^S^tt^^-To 

a: ATm L N A : D N AtO^-xUZlfiS^A,^^M— fi?>^ 

[0 16 2] 

gWODN A^-U n5?^^^Ffc#— ©^XY^^IAtS^, LNA : 

mmz it^r ?r- ^mmmmoyjmm^ & & c t ^ l . & # ^- f 

[0 16 3] 

(^ffiM 6) 

L N AMMm*V d^PC Rltl©A^7"'J >y FMtJ;§Ml^I© 

-e&D. cidl tav w :?y v Yf^j^jLWtmm^ ltv^ Ritgtt^^^o #4- 
^^5^^ii^^/fci6^. m^x^^a p o B 3 5 0 OO^fnA^tt 

t§i^©iii^oTP C RSJS^tVV LNAa^7U7 FM7 i ^'fT 



(65) 2002-539802 

wt~£ titc l n a zm* u u m 7 Rzfmm&mm DNAtunti 
t©pc Ri»f.i^t^fco p c Rmm^^^yitzrift^mKTs huy 

[0 16 4] 

[17] 









K 8! 




C8 


EQ-3133 


4 


y-AQ-tac atg tta tgc ttt 
GAC™ , C 0 " , GT GTg-3* 


LNA*H» 

5* 7>h?*S> 


T8 


EO-3134 


9 


5*-AQ-tac atg tta tgc ttt 
GAC"* TGT GTg-3* 


LNAtf* 




EQ3198 


17 


5 -biotin-cta gig agg cca aca 
ctt act Iga att cca aga gc-3* 


5' K**>flsDNA. 

sense (35- 

met) 




EQ3213 


3 ■ 


5*-gtt ttt cgt act gig etc cca 
gag-3* 


DNA T^-i V— , sense 
(24-mer) 



[0 16 5] 

}4: LNA^/Y-^^L, DNAtyT-^/J^T^tc Cme 
t (^yv- ATS^ct^to 5' AQ(i, *U 
rf^ 5 ' 7yh7^»*C3>Jy«#^ ffi^ctl^ A Q - C O N H- ( 
CH2) 3-t'Jn^§ili:^to 5' *V rf<9 5 ' *W 

tf^V- (CH2) 4-CONH- (CH2) 6-t'j3^§L^ito 
[0 16 6] 

[158] 



(66) 



# S 20 0 2- 539802 







CharactBffs&cs 


HCV29 


thDNA 


ApoB35000 T jf*fc%J sense 
g/cpos. 9756 


T112C1 


thDNA 


ApoB35000, sense 
g/c pos. 5756 


T112D1 


bhDNA 


ApoB35000 f fiF£S sense 
g/c pos. 9756 






ApoB35000, type, 
sense art pos. 9756 



[0 16 7] 

m8iz, p c R<Dmmfcm~?%o 
v-fc^t. fssns p c Rjfiiiafmies i 6 7H^t^d^ -tr>xii± 

[0 16 8] 

(^W— Aarhus. DNAf^/P^-) tfi*t§HPLC» 
[0 16 9] 

1) th^VADNA 

3U(Om^rc\lh(Ommfm ■ HC V2 9. UnCU T l l 2D 1 ( 
Skouv et al., Mol. Care in. , 2:59-62, 1989) ^P.If©7x7- ;l4AtfJ (Sam 
brook et al., Molecular Cloning, 2nd ed. , Cold Spring Harbor Laboratory 
Press, Cold Spring Harbor, NY) £<fcoTth©y/ADNA%f iU W 

P,«ApoB 3 50 0(D^m (Ludwig et al., DNA, 6:363-372, 1987, 
§M1 9 8 2 8) ^llTfWS^o 

2 ) r A -*fi£»^?J 7°^ X 5. K 



(67) #S 2002-539802 

m%M<DlfoMfcWt SDN AW-M^y F Crf*— Hvidovre. PVa • ^ 

§1 6 6 7 3 2 7) *fflV\ Sig7C©l26^oT5m 1 ^Jt^P>t hO^V 

a p o b 3 5 o omB^m^tsm^mo^ f a p o b»^?©— bp* pcr 

ilS^c^^aotA p o BjKe?^ rA-^filjt^J *{«Lfto TOP 

0 Ml) TA^o-r^ (3£*ffiflD em, A'J7*;i'-rffl 

n^S§K4 5 00-0 1) »T, pCR' 2. 1-TOPO 

+7h (F-T^ 3pry>*±) *ffl^T*IHSiO*g«3^e^xa FD 

NA^IiSLfco ALFx^X7°l/XI I DNAM^XrA (7^A- 

ifc£j£fT -5 cl £ fc: «fc ^ SPABP© D N A IB^J*5iSI L fco 
[0 17 0] 

M^iia^&tfs pcr 

6^HDB.J&<Drc*b<DP c RaE^r^tJ 

1 4 8. 5 0/i L©H 2 O 

30/zLOlOxAmpl iTa q3°-;I/FiiI (^ffl> F#k 7 

1 8 /x L COM g C 12(2 5mM) 
30/iLOdNTP (2mM) 

3 0 n L©MlRl#^-rv— . EQ3198 (SEQ ID N017) (10 
/tM) 

3 0 /x hmk^y"^^^— x EQ3213 (SEQ ID N03) ( 1 0 tt 
M) 

1. 5 /x L©Amp 1 i T a q rf*—;l/ F (g0M£> DNA#y^7^ (5U 
~>3>\ A— ^>ni;l/V— v 5b^n^SfN8 0 8-0 2 4 0) 



(68) #S2 002-539802 

p c R&m 

N x^^yF;V^-Netheler-Hinz~GrabH) »TO. 5 m L (DW-M^z- 

43V^T P C RR^n-o fro 

4 8 /x L©±gMt 2 [i L^MMn^fCo 

^tt : 9 4 °C. 15 ft 

igU (3 ZlV) : 9 4ttT4 0#, 5 6°C&CT4 0#\ 7 2°C^T4 0 

# 

#Jg : 7 2°C, 1 
{fit : 4 °C. oo 

[0 17 1] 

frV^T^ W^^oV^T 1 : 3 0. OOOt^tlfc^X^- (tKS. 

n^^F. FMC/W^D^7) MlxhUXWl/EDT 
AMMftl&lf®^ (0. 0 4MOh'JX^; 0. 0 0 1MOEDTA) 
2%T^n-X^> (*H. Tv>V>. ^o^^«3-t°l/->aX 1 EM 

^S-P C RMt 1 ^ L<96 X^cl&MWr^ (4 0%X^O-X. 0. 2 5%7o 

t7xy-;i/^-. o. 2 5%^>^>7y-;K o. im edta. 

p H 8 . 0) JtUTLTco 7V/c m^iffttlil 1 mf^ / f^m.WjVTc 0 
^>F\ TM-2 0EIUV^P^7) Rtf:7^;l/# — 0fc@s —a— 3 — 

[0 17 2] 

A p o Bj»ffl7°n-7~OH*S{fc 

rliSO. 1 /x. M<£> 0 . 2M©NaClffif:7>'h7^yyLNAKffl7°n- 



(69) #12 00 2-5 3 9 80 2 

-f (C 8X&T 8©vvrft*\ I7^»C «Lfco 100/iLO* 

(C9 6. ^'jy-/;fyv-^ nx*;i/h\ 
2 0-2M*fS (uv7-Yh^xfAX;fyv-^) fc&tt^ifcu v)fc (^j3 

50nm) K15^IlLf: 0 2 8 i©7 ^ U 7 • ^ U^/hS 2 5 W- S 
[0 17 3] 

-O^a."*— hOt^ 3 0 0/xLOO. 2 5%7^-y2 0 (K-f^Seelze 
Riedel~de Haen) AD©0. 4 M©N a 0 Httf f 3 

[0 17 4] 

P C RfcmWotOs^y U y KJgfig 

C 8Xt±T 8ffifffl^P-7^@llfl:bfcf t^WC 95fiL©2M G 
nSCN #^Z/M1-}-Vyifflti8tt.#te. 5 /i LOP C RRJ&Hfr&dn*.* 3 
7°C^T3 O^W^a^hLfeo 

/vf:/D y FfMffl3fW?«. 0 . 5 %<D^)\y^y)]/^tS 4 0 mMO^iy 
^bU^A^K^pHT^C^MOG n S CNT&ofc 0 

;W7'J-yFWIl 0. I %7-f-y2 0 <DX^>ft 300|iL©l xS S 
C (1 x S S Cfci 1 5 OmMON a C K 1 5 mMO^xyif b V V A) KT 
»73i;l/^5IlI^LfCo 
[0 17 5] 

— t? (s t r A-HRP) ^^-r^Ch^^D/^^ 1 ;^ K^ffiL/to 0. 
1 >2 OADO 1 xSSCtl /i g/mL ©rJtjg^ s t r A-HRP ( 

^'jy-fftk D'^7*-b\ IfT-X. ;*j#n^##2 1126)^i 
MLfco 100fi LiP^, 1 >^a^-hL/c 0 1 x 

. SSC;0. 1 %7^V2 b*3l§Iifc?$U OPD77^£T^ 



(70) #a 2002-539802 

[0 1 7 6] 

0PD77-t^ 

6raLO0. 1 M^xyfliE pH=5. 0. 2ragOt;W-7x-U 
yj;7 5> (OPD) <Dtm&2& CrW-^ n^^v—T*^ ^rA-3i> 
-f.y^) Rtf2. 5 /* L03 0%H 2 0 2*-&W*rS^BiB-&W : &W8iibfeo- 

ioofi Lo±3is^»*#K*s«K:iip^x ^fStt^j^cT i~3 oftm-fy 

^n.^— b-T^o 100/xLOO. 5 MOH 2 S 0 4 1 ioTTy^^f ±L 
, ELIS Am&ZUK)^Wte& D 1 = 4 9 2 n 'm KT^fc^Bfi^SI^" §o 
IS^^ia l 0 fcmTo 
[0 17 7] 

C R^jStrT^T^fe^Ts 2MOG n S C Nfcjolf&'^'fV V K 

l n a mwfv — yx*m znz>-> tr-r^ £ d &i&< ^ it^^tMc^ 

„ ®J6TBJ$n?&&£^5 2 MO G n S C N KfeltS A/f y KM 

[0 17 8] 

mmm 7) 

3 0dl^ofcif (E. c o 1 i K 1 2) tt*^tL 

< igjsiu ^r-^v^^-^r^— h (GnscN) ^M(Dwmmz-3stfz>>^ 

[0 17 9] 



(71) 



#g 2002-539802 









NF1815 


MClOOOrecAf 


Casadaban (1980) 
J.MoLBtol.138 t 179- 
207. 


TOPIQ^pCR 


f^maAJimir-hstiRMS-mciBC) 
_80/acZ_M1 5_fec_74 recA1 cfeoR 
araD1 39_{ara-/eu) 
7697 ga/U gaK /psL (Sir 1 *) endM 
nupG/ pCR©2.1-TOPO 


invfrogen, cat no. 
K450O-01, Invftrogen 
Corporation, 
Carlsbad CA USA 


TOP10/pApoBwt 


FmcrfK_(mrr-hsdRMS-mciBC) 

_80/acZ_M15_fac_74 recA1 cfeoR 

afaD139_(ara-tei/) 

7S97 gaAJ ga<K /psL (Str*) endM. 

nUfCJ pApoBwt 





[0 18 0] 

[0 18 1] 

A p o Bw t y°"77s^ F^^n— 

A p o B 3 5 0 0ife?imSSC)tl h A p o Bite?0-gP^P C R 
tiifiS-r 5ci:tioTApoB Mfc^CD r G — *f3i5t^?J ^fPS b 7c (Ludwig 
et al., DNA 6:363-372, 1987; ^A#^M 19828. SEQ ID NOl 
IkXf S E Q ID NO 2) o TOPO (gSffi&D TA^n-^ (gfiiS 

^b—>3>©^>eFn>ir>. WamK4 5 0 0-0 1) SrffiV^T, p 
CR (gmmM) 2. l-TOPO^X^FfcPCR8(T> ! r^^n-->'^brc 

fflV^T«!BlOJe«*^^X^ FDNA^ttSbfc ALFx^X7°l/XI I 
DNAM^XfA (7Vi/tA • 77^7 -/Utf7^) %m^T, W 
jg^Ot&i&fciftoT. D N A©HSai&5&£fT "5 C fcfc <fc t># A£P<DD N ASS^'J^ 
WSBbfco t#e.n7c^X5 FSpApoBwt i:#*bfc 0 



(72) #S 2002-539802 

TOPlO/pCRffil ^fcvftSApoBjfASBfc'&Sft^pCR G3&j& 
flD 2. l-TOP0^7X5K%ttt5o 
[0 18 2] 

mm.mm±T3 7°c^t-^ iooh g/mLor^j >tm^LBm 

M (Sambrook et al., Molecular Cloning, 2nd ed., Cold Spring Harbor Labo 
ratory Press, Cold Spring Harbor, NY, 1989) ^TiS^I^tfto 

wa. mm^M^h (8000 m<g/^t? 1 . 1/5 o^a© 50m . 

Mb'JX-Cl (pH8. 0) tcnfmistto #^T\ %L£V4 5im. MW£ 
Xfci\ 2 . 5 m L OSWifitOf 1 0 0 m g /m L © U !/ 
i—K 0 . 2 5 0 m L ^tP^U IfifcT 1 5 ^a"*— h bfc 0 ^V^^m 

»bfeaifla*. -2 o o cKun\^tco 

[0 18 3] 

U V ffiMK- J:^T5' 7>h7^7 L N ASfciN" U n (ilO £r#fgt 

) §ti^ffi/W h©^x;l/ic±±f |±^Tj-@|@ft:L, fflffiWSSWDNAtU 

CO 1 8 4] 

[II 0] 



(73) 



#a 2002-539802 









E 


&i 


C11 


EQ-3131 


5 


5*-AQ-tac atg tta tgc ttt 
AAG AC™^*** GTG 
TGc-3' 




T11 


EQ-3132 


1* 


5*-AQ-tac atg tta tgc ttt 
AAG AC^LGrG TGc - 
3* 






EQ-3246 


8 


y-bictirv-tta gaa gtg ccc 
tgcagctt-3' 


5' H^VflSDNA 



[0 18 5] 

LNA^yv-^^U DNA€/V-*/|^T^to Cme 
t 7-^ 5 - h ^> L N AtS5 C fc^to 5' AQfct. 

rf#5* 7>h^y>RZfC3VyiJ—^^ MWAQ-CONH- ( 
CH2) 5' -e;fr^>fcJ\ *-yrf©5' 5fcSSS# 

If-^-^y- (CH2) 4-CONH- (CH2) 6 -^U rTC&S £ fcfc^T „ 
[0 18 6] 
A p o BffiJJEffl-7°n-7^@^b 

jggO. 1/iMOO. 2MON a C 1 ffitr^hW >L N AffiJSffl^n— 
7 (CI K Til, i7-l*»ct) ^M^bfco 1 OOjtLOt'Jd 

^a^ffi-^wb (C9 6. ^'jy-7;fyv-^ nx^H\ 
-2Ml^f§ (u V7^ h^^^xfAX ; fyv^^) fc&ttsttuvft GI&3 

5 0 nm) K 1 5^5Ib/co 2 8j0O7^ D >y7°X • Zls*'bM2 5W-S 
«££ (^7XOM^S©±K l 4«R0HRc 1 4{@) ^hfc^HWfs^lEB 

^y^=L^—Y(D^ 3 0 0/xLCOO. 2 5%7^- 720 (K-f^.Seelze 



(74) 



002-539802 



Riedel~de Haen) AD©0. 4MCNaOHK:T$f'?x;VWU ^3 
0 0^ L (DU-f * VzkfclT 3 L 7Co 

[0 18 7] 

5 0 > L(D«»i: 5 0 /* L (4M©GnSCN, 2 5mM^X>it 
hO^A. pH7. 0. 5 ^M-^L, C8X^T8LNAiffi 

0. l% , M->2 0©Xoft300/iL©l xSSC (lxSSC 
til 5 0 raMON a C K 1 5mM©^x>ithU^A) KT*7&)/&5Wfc 
Wt-VTco WO. 1 2 0©Aofc 1 x S S Ctgibfc 1 0 0 ^ 

LOO. 12/iMOi»n^ (EQ-3 2 4 6, SEQ ID N08) 
37ttt-^^'J>yFffM^ W0. 1%7^>2 0© 

*£ (s t r A-HRP) &t5&?%ZL£K£*)'W7Vv F&tftfflbfco 0 
1 % x y-Y— >2 0ADO 1 xSSCCl fi g/mLC>rJiJgt?s t r A — HR P 
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SEQUENCE LISTING 

<110> Exiqon 

<120> ONE STEP SAMPLE PREPARATION AND 

DETECTION OF NUCLEIC ACIDS IN COMPLEX BIOLOGICAL SAMPLES 



<130> 22642PC1 
<160> 18 

■ <170> FastSEQ for Windows Version 3.0 

<210> 1 

<211> 50 

<212> DNA 

<213> Homo Sapiens 

<400> 1 

cttacttgaa ttccaagagc acacggtctt cagtgaagct gcagggcact 50 

<210> 2 
<211> 50 
<212> DNA 

<213> Homo Sapiens 
<400> 2 

cttacttgaa ttccaagagc acacagtctt cagtgaagct gcagggcact 50 

<210> 3 
<211> 24 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic primer 
<400> 3 

gtttttcgta ctgtgctccc agag 24 

<210> 4 
<211> 24 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic primer 

<221> niodif ied_base 
<222> (16).. .{23) 
<223> LMA 

<221> raodif ied_base 

<222> (18)... (19) 

<223> 5-methyl-cytosine LNA 



<400> 4 
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tacatgttat gctttgaccg tgtg 

<210> 5 
<211> 27 
<212> DNA 

<213> SyArtificial Sequence 
<220> 

<223> Synthethic primer 

<221> modified_base 
<222> (16).-. (26) 
<223> LNA 

<221> modifiedjoase 

<222> (20).-. (21) 

<223> 5-methyl-cytosine LNA 

<400> 5 

tacatgttat gctttaagac cgtgtgc 

<210> 6 
<2X1> 9 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> synthetic primer 

<221> modified_base 
<222> (1)...(3) 
<223> LNA 

<221> modif ied_base 
<222> (1) . (1) 

<223> S'-hexaethylenglycol LNA 

<221> modif ied_base 

<222> (4)... (4) 

<223> 5-methy.l-cytosine LNA 

<400> 6 
agaccgtgt 

<220> 7 

<211> 50 

<212> DNA 

<213> Homo Sapiens 

<400> 7 

ttgaattcca agagcacacg gtcttcagtg aagctgcagg gcacttccaa 

<210> 8 
<211> 20 
<212> DNA 

<213> Artificial Sequence 



<220> 

<223> Synthetic primer 
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<400> 8 
ttggaagtgc cctgcagctt 

<210> 9 
<211> 24 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic primer 

<221> modif ied_base 
<222> (16) . . , (23) 
<223> LNA 

<221> modif ie debase 

<222> (18) . . . (18) 

<223> 5 -methyl -cytosine LNA 

<400> 9 
tacatgttat gctttgactg tgtg 

<210> 10 

<211> 50 

<212> DNA 

<213> Homo Sapiens 

<400> 10 

ttgaattcca agagcacaca gtcttcagtg aagctgcagg gcacttccaa 

<210> 11 
<211> 9 
<212> DNA 

<213> Artificial Sequence 
<22 0> 

<22 3> Synthethic primer 

<221> modif ie.d_base 
<222> (1) . - . (8) 
<223> LNA 

<221> modifiedjbase 

<222> (1) . . . (1) 

<22 3> 5-methyl-cytosine LNA 

<221> modified_base 

<222> {3}... (3) 

<223> 5-methyl-cytosine LNA 

<221> modifiedjbase 

<222> (5) ... (5) 

<223> 5-methyl-cytosine LNA 

<221> modified_base 

<222> (7) ... (7) 

<223> 5-methyl-cytosine LNA 
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<400> 11 
cgcacacgt 

<210> 12 
<211> 9 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic primer 

<400> 12 
acgtgtgcg 

<210> 13 
<211> 9 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic primer 

<400> 13 
acgtgcgcg 

<210> 14 
<211> 9 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic primer 

<221> modified_base 
<222> (1) . * - C8) 
<223> LNA 

<221> modif ied_base 

<222> (3} . (3) 

<223> 5-methyl-cytosine LNA 

<221> modif ied_base 

<222> (5) . . . (5) 

<223> 5-methyl-cytosine LNA 

<221> modif ied_base 

<222> (8)... (8) 

<223> 5~methyl-cytosine LNA 

<400> 14 
ggcacttct 

<210> 15 
<211> 9 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> synthetic primer 
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<400> 15 
agaagtgcc 

<210> 16 
<211> 9 
<212> DNA- 

<213> Artificial Sequence 
<220> 

<223> Synthetic primer 

<400> 16 
agaagcgcc 

<210> 17 
<211> 35 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic primer 
<400> 17 

ctagtgaggc caacacttac ttgaattcca agagc 

<210> IB 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic primer 

<221> inodifiedjbase 
<222> (16) . . . (26) 
<223> LNA 

<221> rnodified_base 

<222> (20) (20) 

<223> 5-iuethyl-cytosine LNA 

<400> IB 
tacatgttat gctttaagac tgtgtgc 



ciai] 

mjjslna. mmmmm, tk&y'u-? (lna) m^m^^y vr***—? 

[02] 



(81) #^ 2002-539802 

[0 3] 

H£&7jK?o ItO~8M©M^7-^> (GnHC 1) ^f^A^ 
[04] 

^-To ®c0~8M©M^7-^> (GnHC 1) ^tft§A^7"'J V Fff2 
[05] 

mmtsmyu- f ©^^w^^^H^^n/c 2 toi* 0 /t l n ab£ 

>J =3 (13-1 ^#Rg©c: t) t 2 SotBSW^^WD N A 3-D .dT^frofc 
T^-F (GnSCN) M^^ytt h U AX« U ^1© ?,MSt L 
[06] 

U yl^It bfc^MSltf^^^^Z-^V^^r^- F (GnSCN) 

V^^CD^SM^UnO ©jlS&O. 1 nM~0. 3 /iMT«?tfc 0 $cEP» 
Sift*- y rf ^M-a-^" y rfjWt £ £^-f o @:0~4M©GnSCN 



(82) # a 2002-539802 

[07] 

u ^^s^LrcMlSrS^li^^^r-^^^^y^- f (g n s c n) 

fC^WJn) <D?AS«0. lnM~0. 3 /a MT^ft^fco £cW±1fl6*J 
^-'Jri^M^Ur3^^;l/-eS^c:h^-ro @:0~4M©GnS CN^ 

[08] 

tx-ym-r f v ?j±*mzvrcmffimBLTfn*&?y-i?>?-*$'T*~- f (g 
vrcmom* v noin o . 5 n M<D^ifii?— jetzi^o— s&a-r s t © ( 

-SS^ XV y f ©lilt U 3") 0 . 1 nM~0. 3^Ml?Iih$t 

G n S C NmtS^W^U y F^j£t£ 

[09] 

f u ? a l fcmmmmsm* & ^7 - 7 f c 

G n S C N) rfroftA^^'J >y FJ&tfcOWStefc^BEfSjR^ y-fe-fo 
f-htc^mM^r V 3<DMIZ 5 n M<Dm&T»—l£KU~D— ^TP> jR-^fS (— 
^I^X77f©Mt'JJ) <D?lJg«0. lnM~0. 
o &Pfct*lW# U =f hjK^ U dTjb^PE/l'T&S £ fc^^To ItO~4MOG 
n S CNmt^A^^'J >y FffMfflir«7^#£nfc^-f >y FflMtEk 

[01 0] 

J|i— 5* * U*^ F^S!tfDtfetfJo 3i£DtMI§« (HCV2 9, T112C 

iRrfT 1 1 2D 1) te&zfcrz^T-xtvrcP cr^^^m^^x^ f^ 

f^cLfc A p o B 3 5 0 0fl£ibt3i©t MEilit^tlil (G 
-^fejafc?) T?35So ITA-fchiatfe?J F&, ApoBR3500 

Q 5 0 Olc&vvr G->A<D^glteft, [7;!/^— 5 



(83) #^2002-539802 

) is^wt^o (cs) (T8) ictiwaLNAaffif 

[011] 

fcC 1 lXSTl lOt^^«ffl7n-7 (S7-2^»ut) 

F1&f£mMffimzl5^Ts^7Vv FJ^^ffofCo NF 7 8 1 5*ffl!Sfci\ ^ 
X^F^"^Pr£f\ TO P 1 0/p C RttA p o BS^tf f t p C R 2. 

l-TOP0^7X5K^tU TOPlO/pApoBwttt, pCR 2 
. 1 - T O PO/7X5 FfcJf A^tlfcA p o B 3 5 0 Og^^ffi^-a^-T & 

o 



(84) 0 0 2-5 3 9 8 0 2 

[ill 

mmvmw. 




2) 

ftrtj-trtrtri 



3) 




#^2 00 2-539802 



[02] 



GnHC 1 tz&tt W 7 V ?<{ V-is a > 



1-4 i 




0.001 



02 
0.18 

* 0,16 
S 0.14 

^ 0.12 
£ 0-04 



0.02 



U >M/t ^77 S GnHC 1 *#JS& 
fit»>^n— ^ : C 8 




-*-2MGnHCt 
4MGnHa 
BMGnHCt 
OMGnHa 



cLooooi aoooi ctooi 0.01 at 



[0 4 



(86) 



002-539802 



u >mw* — tz&if 3 g n h c i nm& 




*~2M GnHC3 
4M GnHCJ 
0M GoHCt 
8MGnHCI 



(87) 



# ^ 2002-539802 



5] 





0.8 - 


4? 


0.7 - 




0.6 - 


M 
\ 


0.5 - 


CM 


0.4 - 


CD 




0.3 - 


P 


0.2 - 


o 


0.1 - 




o 4 




0.01 



0.1 1 
GnSCN (M) 



10 





^:Otttt» C8SVWT 




0>NMIL C 8 2&tf WT 




*x>gttt, T8StfMUT 


— X— 


U>St> T8fiimUT 



[0 6 



(88) 



#S 2002-539802 



mmyn-f : c 8 



— 1 M GnSCN 
-*— 2MGnSCN 
-*-0M GnSCN 




aooGoi aoooi aoot aot a.1 1 



#g 2002-539802 



[17] 



0.1 
0.09 
0.08 
0.07 
0.06 



M 
\ 

& 0.05 
G 

<*> 0.04 

"* 0.03 

P 0.02 
O 

0.01 



0 

QL00001 



u >mm^ * ? r - cast* * g n s c N^ms 

MSI^D-^: T8 




IMGnSCN 
— * — 2 MGnSCN 
— Otf GnSCN 
«-4 MGnSCN 



x — - 


H 


H — 


J€ — 


Mr ' 








— m — 




. — ■ — 


— m 


a — 






— '-m — 







0.0001 odoi aoi ai 



#^2002-539802 



CO 
Pi 

O 



02 
0.18 
0.16 
0.14 
0.12 

6.1 
0.08 
0.06 
0.04 
0.02 
0 



GnSCN4#JH£ 

ararti-^ : c 8 




-2MGnSCN 
-1 MGnSCN 
-4 MGnSCN 
-0 MGnSCN 



X 



ocon 



01 



#82002-539802 



□3 9] 



M 
\ 
S 
a 

CJ 
CO 

o 



0-1 
0.09 
0.08 
0.07 
0.06 
0.05 
0.04 
0.03 
0.02 
0.01 



^>gWb *)$lxJ*y7 7—\zmirZ> 
ffim.7U~-7 : T 8 



Mr- 




~2MGnSCN 
-1 MGnSCN 
-4MGHSCN 
-OMGnSCN 



acoca a£d am on 



002-539802 



m i o] 



0.7 
0.6 
0.5 



JS 0.4 

6 

« 0.3 
0.2 



PI 
o 



0.1 
0 



[min 



HCV29 

















■ 














i 
i 


■C8 














t 






— 1 



T112C1 T112D1 

PCRKffc 



"AraBele" 




(93) 



mB.2 002-539802 



INTERNATIONAL SEARCH REPORT 



lntem»* onal Application No 

K\ 9 M 08/00128 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC 7 C12Q1/68 CQ7K19/30 



Aocottfing to international Patent Ctosficafion (IPC) or to both itatignoi risaaiftcatfao and IPC 



6. FIELDS SEARCHED 



Minimum documentation seajcht-d (dasarficiatjcn system folowed by cioasrfioalion mymhotej 

IPC 7 C12Q C07K 



Documentation »s«rehsr4 other man minimum documentation to the extent thnt ouoh d&oumerrfa are inducted in the fiold* •r-nro Iter d 



Eicatrarjio data b«.*o ponsuked during the 

EP0- Internal 



uttemriattftl tearoti (fteme of data base and, where practical, search term* used) 



C, DOCUMENTS CONSIDERED TO BE REl-EVANT 



Category * Citation of document, with Indication, whom appropriate, of frw relevant p 



Relevant to otain No. 



S K SINGH ET AL: °LNA (Locked Nucleic 
Acids); Synthesis and High-Affinity 
Nucleic Acid Recognition" 
CHEMICAL COmUKICATJONS.GB, ROYAL SOCIETY 
OF CHEMISTRY, 

no. 4» 21 February 1998 (1998-02-21), 
pages 455-456, XP0020943O3 
ISSN: 1359-7345 

page 456, column 2, line 32 - line 38 

SINGH S K ET AL; "Synthesis of 
2*-Amino-LNA: A Navel Conformational ly 
Restricted High-Affinity Oligonucleotide 
Analogue with a Handle" 
J. ORG, CHEH-, 

vol. S3, 1998, pages 10935-10039, 
XPQO2901079 

page 10035, column 1, line 1 - line 18 



1-49 



1-49 



Further oooutnent* at« Ksted in the e«rthi»i«tio« of box C. 



Patent family man-faen* ata listed in anna*. 



* A* document rfeJurng tha aananai ateia of tha alt which Of not 

cwr>«l«terad to i>m of p*ritei|lar nwnnM 
"E" eariier dooumani but pvbtmhttd on or after tha /rrtenrattond 

fitnadato 

"L" document whioh may throw doubts on priority o|aim(a) or 
which is o*ad to e»tcb&*b tha cubl ia n tia n data of another 
oHtftort or other special mason (** spsoJRsd) 

"O" dooumsnt raternncj to mix oral dUofosura, uaa r «zHbfa*an or 
other means 

"P" document puhGahed priorto the fntarnntiopaJ fifing data out 
later than tha parity data claimed 



T* tatar doaumant published after tiro mhtrnanerraJ fiUna date 
or priority date *nd not in conffiot with U» ■ spplfeatiofl but 
otad to understood the principle or theory undortying tha 
tavantfcan 

"X' dooumani of pwrKrariarrafawoooa; tha ntairnad invention 
cannot ba oendearad naval or oannet be oonefdamd to 
nvae/e an inventive step when tfm document fa token alarm 

"Y" doaumont of pnrtteulnr ralevKnoa; the claimed invention 

cannot ba oorwidored to involve an inventive step whan tha 
document t> oombhed with ana or mora other such doou- 
mants, etieh combination bmhq obrioo. to A parson akiiled 
In tha «t 

•X" dBounrantm«rr»t>crof tha same patent (amity 



Date of tha actual oompJefon of tha Interna* 



20 June 20OG 



Date at mating of tha 



2 8 AUG 2000 



Noma and mailing address of tha ISA 

European Potent Qfftoa, P.B. 5318 Paten than Z 
NL-2280HVBf|»wljK 
Tat <*31-70) 340-2040, Tic. 3 1 €51 apa nU 
Fax- (+31-70)340-2016 



Authoriied 



P. Andersson^Eo 



Form PCT1SW2J0 J»«ccnd armr) (July 



page 1 of 2 



#S2 002-539802 



INTERNATIONAL SEARCH REPORT 



intemaii^nal Ajsplteatton No 

f>CT/*tC 00/00128 



C^Conttrruatton) DOCUMEMrS CONSIDERED TO BE RELEVANT 



Category* 



Citation document, with fcndrea6»*,wrior<* ^appropriate, tjf tft« mkawant paaeagefi. 



Botevarrt lo claim No. 



W0 92 20703 A (BUCHAROT OLE) 
26 November 1992 (1992-11-26) 
claims 8-26 

US 5 821 060 A (ARLINGHAUS HEINRICH F 
AL) 13 October 1998 (1998-10-13) 
the whole document 



ET 



1-49 



1-49 



Form PCTflSWZI 0 tcot>inu»*or» erf mom* ilywg (Jury 1392) 



page 2 of 2 



4#a 2002-539802 



St "73412 



INTERNATIONAL SEARCH REPORT 




International application No. 


Inform on on 


patent family mem ben 


s 


02/12/99 


PCT/DK 00/00128 


Patent document 


Publication 




Patent family 




Publication 


cited in search report 


dale 




member{s). 




(mUC 


WO 9220703 Al 


26/11/92 


AT 


155483 


T 


15/08/97 






AU 


666480 


B 


15/02/96 






AU 


1880692 


A 


30/12/92 






AU 


1884392 


A 


30/12/92 






BR 


9206049 


A 


27/12/94 






CA 


2109320 


A 


25/11/92 






CA 


2109805 


A 


26/11/92 






DE 


69220946 


D,T 


15/01/98 






DK 


586613 


T 


Q9/02/S8 






EP 


0586474 


A 


16/03/94 






EP 


0586618 


A,B 


16/03/94 






ES 


2107552 


T 


01/12/97 






FI 


935208 


A 


23/11/93 






GR 


302501S 


T 


30/01/98 






HU 


66597 


A 


28/12/94 






HU 


9303023 


D 


00/00/00 






JP 


275898a 


B 


28/05/98 






JP 




T 


04/08/94 






JP 


6509063 


T 


13/10/94 






KR 


133131 


B 


14/04/98 






NO 


934122 


A 


11/01/94 






NO 


934235 


A 


20/01/94 






US 


5714331 


A 


03/02/98 






US 


5736336 


A 


07/04/98 






US 


5766855 


A 


16/06/98 






US 


5786461 


A 


2S/07/98 






US 


5977296 


A 


02/11/99 






WO 


9220702 


A 


26/11/92 


US 5821060 A 


13/10/98 


NONE 









Form PCI7ISA/3AG (patent family annex) (July 1992) 



(96) 



2002-539802 



(81)ft£B EP(AT, BE, CH, C Y, 

DE, DK, ES, FI, FR, GB, GR, IE, I 
T, LU, MC, NL, PT, S E), OA(BF, BJ 
, CF, CG, CI, CM, GA, GN, GW, ML, 
MR, NE, SN, TD, TG), A P(GH, GM, K 
E, LS, MW, SD, SL, S Z, TZ, UG, ZW 
), E A (AM, AZ, BY, KG, KZ, MD, RU, 
TJ, TM), AE, AG, AL, AM, AT, AU, 
AZ, BA, BB, BG, BR, BY, CA, CH, C 
N, CR, CU, CZ, DE, DK, DM, DZ, EE 
, ES, FI, GB, GD, GE, GH, GM, HR, 
HU, ID, I L, IN, IS, J P, KE, KG, K 
P, KR, KZ, LC, LK, LR, LS, LT, LU 
, LV, MA, MD, MG, MK, MN, MW, MX, 
NO, NZ, PL, PT, RO, RU, SD, S E, S 
G, SI, SK, SL, TJ, TM, TR, TT, TZ 
, UA, UG, US, UZ, VN, YU, ZA, ZW 



